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VOLUMINOUS literature dealing with pul- 

monary embolism testifies that neither venous 
interruption nor the use of anticoagulants has en- 
tirely prevented this accident. Allen’ observed 12 
cases of fatal embolism following femoral-vein in- 
terruption in 2578 patients. Deaths from pulmonary 
embolism during the use of anticoagulants have 
been reported by Jorpes? and by Wise et al.? Phy- 
siians, therefore, must still thoughtfully consider 
the management not only of established thrombo- 
embolism but also of postoperative, post-traumatic 
and decompensated cardiac conditions in which 
itis commonly encountered. 

Most published reports have come from clinics 
where either venous interruption or anticoagulant 
therapy has been used as the sole measure for the 
control of pulmonary embolism. Reports on the 
results of a policy of management that has em- 
ployed both forms of therapy in a balanced manner 
and with definite indications for each one have, 
with the exception of the study of Allen,’ not been 
encountered. We herewith present the results of 
such a policy, which has been consistently followed 
in one hospital over a three-year period. 


Po.icy 


We have, as others have done, arbitrarily divided 
the therapeutic measures into two categories— 
namely, prophylaxis and definitive treatment. By 
prophylaxis is meant the prevention of pulmonary 
embolism in a patient who has not demonstrated 
‘igns of intravascular thrombosis — that is, throm- 
bophlebitis or pulmonary embolism, or both — 
but who is considered a likely candidate for such an 
accident. Such patients in our series were specifically 
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those over forty years of age about to undergo en- 
forced prolonged bed rest following an operation 
or a major injury. For these, unless there were con- 
traindications because of specific considerations 
such as a coagulation defect, contemplated second- 
stage surgery or the presence of a large open wound 
that made their use dangerous, we used anticoagu- 
lants. If such contraindications to anticoagulants 
were present bilateral interruption of the femoral 
vein was used. 

By definitive treatment is meant measures to 
control pulmonary embolism in a patient who has 
already demonstrated evidence of intravascular 
thrombosis, such as thrombophlebitis or pulmonary 
embolism or both. In this group bilateral interrup- 
tion of the superficial femoral veins was used for 
patients with presumptive pulmonary embolism. 
Anticoagulants were employed for patients who 
had phlebitis without pulmonary embolism and for 
the large group of patients in whom pulmonary 
embolism was a possibility but in whom the diag- 
nosis was not clear. 


MATERIAL 


Our report covers a three-year period, April 1, 
1946, to March 31, 1949, during which there were 
15,757 admissions to all services of the Veterans 
Administration Hospital in West Roxbury, Mas- 
sachusetts. During this period 104 patients (0.66 
per cent) were given diagnoses of pulmonary em- 
bolism. This group included all cases in which this 
diagnosis was made irrespective of how convincing 
the evidence in its favor. 


DEATHS 


Of the 104 patients in whom pulmonary em- 
bolism developed, 30 were considered to have had a 
“fatal embolism.” These 30 included 27 patients 
in whom the embolism was proved by autopsy to 
have been instrumental in or contributory to the 
fatal outcome (Table 1) and 3 patients in whom 
autopsies were not done but in whom the clinical 
evidence for fatal embolism was unmistakable. 
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Excluded were certain patients in whom pulmonary 
emboli found at post-mortem examination were 
insignificant and, because of other lethal factors, 
were considered noncontributory to death. Our 


Tasie 1. Data in 27 Cases of Fatal* 
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CasE AGE Curnicat Diacnosis Days IN DIAGNOSIS OF is THERAPY FOR ; Site or Coun 
No. HosritaL THROMBOEMBOLISM THROMBOEMBOLISM THROMRUS 
Mave ANTE 
MorTEM 
yr. 
1 (18052) 66 Pemphigus 17 No None Left external Sudden death in 30 minutes 
iliac vein in severe of exten- 
Sive pemphis 
2 (7530) 42 Cancer of lung 5 No None Left internal iliac Patient with inoper able 
vein and pros- cancer of lung invalided r 
tatic plexus wk, died ddenly of 
massive emb US; Warn- 
ing embolism 3 days be 
fore death. 

3 (7539) 65 Spreading peritonitis 6 Yes (swelling of Bilateral interrup- Bilateral super- Death 1 hr. after operation 
from ruptured diver- calf on 4th day) tion of super- ficial femoral of massive embolus from 
ticulum of sigmoid ficial femoral veins and left profunda femoris vein 

vein; clot re- deep femoral 
moved from vein 
left side. 

4 (14436) 50 ? Coronary thrombosis ly No None Right femoral vein Attack started 6 days be- 
fore admission; patient 
died a few hours after 
admission; single large 
embolism found. 

5 (21725) 55 ? Bronchiectasis right 32 No (electrocardio- None Left femoral vein Sudden death on 32nd hos- 
upper lobe; ? tuber- gram showed pital day from recurrent 
culosis right upper cor pulmonale) massive embolus; old in- 
lobe. farct of right upper lobe, 

with secondary abscess. 

6 (21004) 39 Gastric cancer with 21 No (right leg None Right internal and Multiple os ag nary em- 
pulmonary metastases swollen, however) external iliac boli; death from final 

veins and left shower of emboli to ar- 
internal iliac teries of 3 lobes 
vein 
7 (14654) 54 Acute cholecystitis 31 Ye Bilateral interrup- Deep femoral Sudden death in 30 min. 3 
tions of super- veins, bilateral days after aaa 9 
ficial femoral tomy, 9 days after bilat- 
veins for calf eral interrupti ns of 
signs while await- superficial femoral vein 
ing cholecystec- 
tomy 
8 (17899) 46 Coronary thrombosis 8 Yes Initially, heparin Periprostatic vein Multiple pulmonary em- 
started; later, boli; interrupt in of com- 
both common mon femoral veins not 
femoral veins in- high enough here. 
terrupted; death 
41 hr. later. 

9 (18657) 57 Coronary arterio- 12 No None Source unknown Obese patient in car rdiac 
sclerotic heart disease failure dying of multiple 

pulmonary infarcts 

10 (21666) 62 Rheumatic heart disease; 40 Yes (long after Dicumarol started Saphenous vein; Multiple pulmonary em- 
auricular fibrillation. admission only 4 days other leg veins boli over long period; 

before death unaffected. anticoagulants started 
late. 

11 (16328) 63 Lobar pneumonia 14 Yes Dicumarol started Right femoral, Lobar pneu monia 1 tant 
day before death left popliteal and to penicillin; termina 
because of leg periprostatic embolism to other lung, 
pain veins with rapid death. 

12 (20205) 56 Arteriosclerotic heart 19 Yes (signs in- Dicumarol given Periprostatic Pulmonary emboli on tn 

disease definite) for chest pain on plexus throm- adequate anticoagulant 
lith day but bosis therapy; femoral-vein 
not continued; interruptions would not 
heparin given on have altered situation 
18th day for re- 
current chest pain. 

13 (16629) 49 Rheumatic heart disease 6 No None Periprostatic Patient cardiac invalid who 
with decompensation venous plexus was filling pulmonary at- 
and auricular fibril- thrombosis teries with multiple 
lation small emboli 

14 (7205) 66 Essential hypertension 49 No None Periprostatic Heart disease of long oor , 

pd-streaked 


and heart failure 


ing, 
sputum; at 
tiple pulmo! 
present. 


plexus throm- 
bosis 





*These consist of 7 massive, 9 small cumulative and 11 contributory fatal emboli. 


criteria for exclusion of patients from the “fatal” 
group were rigid. This is shown by the fact that of 
the 27 autopsied patients with fatal embolism who 
were retained for consideration there were 20 whose 
emboli were small, often cumuiative and in many 





SourcE oF EMBOLISM 


Possible sources of embolism were fot 
cases out of the total 27 (Table 2). Since 
tion of the whole venous system is rarel) 
by the pathologist, satisfactory confirmat 


with blo« 
autopsy mul- 


vary infarcts 


ind in 17 
examina- 
rformed 


per 
1 of the 


iO! 








Vol. 2 














Seti Sy. 


* 













ee ae ee 


sourc 
| unde’ 


4 | of th 


mon 








18 (92¢ 


19 (101 


20 (179 


21 (224 


)) (1808 


23 (1216 


4 (945¢ 


25 (1630 


26 (2037 


27 (1334: 


thighs \ 
extrude 
femoral 
fore off 





1950 





utcome 
serious 





€ mas- 








1. 
CASE 
No. 
ei 
a 10256) 
minutes 4 
exten- . 
Ke . 
perable ly » (11222) 
al lided 4 E 
nly of < 
Warn- @ 
ays be a 
e 17 (22364) 
eration 
Sy) trom 
vein 
a 
18 (9207) 
ys be- 
yatient 
> after 
large 
id hos- ” 
urrent i 19 (10151) 
Id ji i 
Id in- 4 
r lobe, 5 
sCess. 
-m- 20 (17907) 
nal : 
to ar- 2 
nin. 9 = 
bts 21 (22460) 
bila 
it 
vein ?) (18083) 
ne 
con 
S ne 23 (12168) 
diac 
tip! e 
n + (9456) 
iod 
Artec 
stant 
ning 
lung 
9° 449 
4) 309 
so (16309) 
ilant 
in 
no 
n ‘ 
26 (20377) 
wh 
y ate = 
27 (13346 
and (13349) 
aked 
| uf 
mule a 
ircts % 
3 
2 
— 








thighs we 
mm xtrude | 
femoral 
fore offe: 


oH 
ina- 
ned 
the 








Vol. 242 No. 24 


to 


™ 


wn 


source Of embolism is difficult. 
ynder consideration routine dissection of the vessels 
of the lower extremity below the level of the com- 
non femoral vein was not performed, although the 


In the autopsies 


AGE Curnicat DiaGnNosis 

65 Hypertensive and 
syphilitic cardiovas- 
cular disease, with 
auricular fibrillation 

49 Rheumatic heart disease, 
with auricular 
fibrillation 

50 Hypertensive cardio- 
vascular disease; 
pyelonephritis. 

54 Rheumatic heart disease 
with auricular fibril- 
lation and cardiac 
decompensation 

54 Coronary-artery disease, 
with occlusion 

5 Gastric ulcer with 
massive hematemesis 

26 Carbon monoxide 
poisoning 

54 Rheumatic heart disease 
with auricular fibrilla- 
tion and failure 

2 Cerebral and meningo- 
vascular syphilis 

66 Myocardial infarction 

5 Toxic myocarditis 

76 Myocardial infarction 
62 Coronary-artery disease 
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which thrombi were demonstrated in locations other 
than the lower limbs was it assumed that there 
could not also have been sources of embolism in the 


femoral system. 


IN DitAGNosis oF THERAPY FOR SITE oF 
THROMBOEMBOLISM THROMBOEMBOLISM THROMBUS 
Mape Anrt 
Mortem 
No None No source found 
Yes Dicun.arol, then Periprostatic 
bilateral super- venous plexus 
ficial-fe moral- 
vein interruption 
on 5th day 
No Dicumarol given No source found 
prophylactically; 
prothrombin 
levels varied but 
usually were over 
25 per cent. 
No Dicumarol given Source not found 
with initial good 
prolongation of 
prothrombin 
time; this medi- 
cation stopped 41 
days before death. 
No Dicumarol given Source not found 
for first 30 days 
adequately and 
then stopped 
No None Left femoral vein 
No None No source found 
No None No source found 


Yes (thrombo- 
phlebitis) 


Dicumarol ordered Left external iliac 
but never given vein 


Source unknown 


None 


Periprostatic 
venous plexus 


No treatment; 
diagnosis of 
thrombophlebitis 
not agreed on 
ante mortem. 


None Iliac vein 


Dicumarol given 
prophylactically, 
reaching ade- 
quate levels; 
prothrombin time 
52 sec. (12 per 
cent) on day 
before death. 


Thrombosis of 
periprostatic 
plexus 


It is merely of interest that so 


CoMMENT 


Unconscious patient with 
cerebral thrombosis who 
lingered on to die of mul- 
tiple pulmonary emboli 

Small pulmonary emboli 
continued to influence 
course despite super- 
ficial-femoral-vein inter- 
ruptions 22 days before 

Cardiorenal failure, with 
superimposed small but 
fatal pulmonary embolus 
despite Dicumarol given 
in small doses 


Patient bedridden 18 mo, 
before admission; em- 
bolus in right pulmonary 
artery blocking % of 
lumen. 


Angina decubitus; death 7 
wk. after admission, with 
fresh myocardial infarct 
and pulmonary embolism. 

Multiple emboli complicat- 
ing portal hypertension, 
lobar pneumonia an 
massive hemorrhage from 
gastric ulcer requiring 
emergency gastrectomy 

Patient was suicide who 
never regained consciouse 
ness 

X-ray examination before 
death showed pleural ef- 
fusion as well as dense 
right lower lobe at site of 
infarct 

patient in ure- 
mia; thrombophlebitis 
recognized, but treat- 
ment never carried out; 
interruption would have 
had to be above external 

iliac vein. 

Patient 
severe 
with 


Comatose 


convalescing from 
cardiac disease 

2 episodes of pul- 
monary embolism 3 wk. 
apart; final one set 0 
new coronary attck, re- 
sulting in death 20 hr. 
later. 

Patient running steady 
downhill course due to 
obscure heart disease; 
small embolus. 


Patient with severe cardiac 
disease admitted mori- 
bund after 2 wk. of ill- 


ness; multiple small pul- 


monary emboli played 
definite but minor part. 
Patient with severe coro- 


nary thrombosis dying of 
his disease in addition to 
multiple pulmonary in- 
farcts developing despite 
adequate Dicumarol 
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many possible sources were found elsewhere. 
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is to be noted that among the 17 patients in whom 
thrombi were found as possible sources of embolism, 


only 6 could logically, according to the informa- 
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tion obtained, have been saved by femoral-vein in- 
terruption. Four of these 6 patients had suffered 
massive embolism. Since there were in all only 7 
cases of massive embolism in the series as opposed 


; . ee et le 
TaBLe 2. Possible Sources of Fatal Emboli in 27 Patients. 





Source or EmBo.Lus No. oF 
CASES 
eee 6 er EP on ee a eS Br eae See ae 
SUNN T RMR Ie Lh a a Sates nine gp hmatwle wie he eee se 

PRAT ERENCE or RO on Kenic ocala toe Nea hes ademas 


Sources amenable to femoral-vein interruption ..........-. 


Externai iliac vein 
Internal iliac vein... 
Common iliac vein ..... : 
re RPRE MPR oR oc canes asus saiak owe eRe eee ss ? 
ee Kaw as awd. oa-d ee ewes ae Swe Sect Z 
: : , as . an 
Sources not amenable to femoral-vein interruption ....... a( 
RMN NNIR Sra ore Salons os reel aint 30 








*The total patients in whom sources were found numbered 17, and the 


total in whom no sources were found 10. The number of patients with 
sources amenable to femoral-vein interruption was 6, 2 of whom (Cases 
3 and 7) had interruption of the superticial femoral veins but died from 
emboli from the deep femoral veins. 


to 20 of the smaller cumulative variety, this find- 
ing tends to indicate that venous interruption is 
more useful in protecting against massive than 
against multiple embolism. 

Of the 6 patients listed as being amenable to 
femoral-vein interruption, 2 actually were sub- 
jected to section of the superficial femoral vein. 
Since they died subsequently from embolism from 
the deep femoral branch, they would probably have 
been better protected by interruption of the common 
femoral vein. 


DIAGNosIs 


The ability of the clinician to make the diagnosis 
of embolism or thrombosis before death was ana- 


TABLE 3. 





Symptom INCIDENCE IN. INCIDENCE IN Tora. 
9 PATIENTS 12 Patients Cases 
WITH WITH 
DIAGNosIs ConsISTENT 
Ante Mortem FInpinGs But 
No Diacnosist 
NO. OF NO. OF 
CASES CASES 
a 3 6 9 (33.3%) 
ee eee 3 6 9 (33.3%) 
WEMEROR TIO 5c .coc Sac oc we es 1 ] 2 ( 7.4%) 
Positive chest x-ray examination 4 11 15 (55.6%) 
Positive electrocardiogram .... 3 0 $ (11.1%) 
Call tenderiess .............. 3 6 9 (33.3%) 





*Six patients had no warning signs or symptoms ante mortem. 


tThese signs were all equivocal and uncorroborated in 12 patients who 
had cardiac disease and could not be evaluated because of superimposed 
symptoms, 


lyzed in these 27 cases (Table 3). We were extraor- 
dinarily unsuccessful in this regard, the diagnosis 
being made prior to autopsy in only 9, or 33.3 per 
cent, of the 27 cases of fatal embolism. The low 


THE NEW ENGLAND JOURNAL OF MEDICINE 





ne 15, 1959 





incidence of positive clinical findings in 
a common observation. The percentage 
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with calf ie 





tenderness or edema in fatal embolism was either § 


11 or 33, depending on whether one 
addition to cases positively diagnosed, 
suspicion only. This incidence is in the 
that of 14.9 per cent reported in postoperative pa- 
tients by Barker et al.! Some of the legs, 
showed tenderness or edema only shortly before 
death. Case 6 is of some interest in that jt indi- 
cates that swelling of a leg can occur as a result of 
pelvic thrombosis with no involvement of the 
veins. 

Radiologic abnormalities were present in 55 per 
cent of the cases. Unfortunately, howe ver, these 
were seldom specifically diagnostic but more com- 
monly merely consistent with pneumonitis, infarc- 
tion or pulmonary edema. 

The electrocardiogram was similarly disappoint- 


calf 


includes, inj 
‘hose under § 
range off 


however, 


ing. Although practically every patient examined § 


had some type of electrocardiographic abnormality, 
these were considered to be nonspecific and were of 
little aid in diagnosis. In only 3 patients (14.3 per 
cent) were electrocardiograms of the type described 


by McGinn and White® found. Moreover, in these § 
cases all the other diagnostic signs were also positive. § 
The series demonstrates the discouraging fact, § 


which has been emphasized by 


diagnostic methods any treatment that is to affect 
the majority of patients must be instituted on 
prophylactic grounds. 


THERAPY 


In 11 of the 27 fatal cases the patients received 
antiembolic therapy, of whom 7 received ant 
coagulants alone, 2 had venous interruption alone, 
and 2 were treated by both methods at different 
times. In only 3 patients (Cases 18, 19 and 27) were 
adequate levels of anticoagulants reached and 
maintained, but in 1 of these (Case 27) embolism 
occurred while adequate anticoagulant therapy was 
in effect. The other 2 patients (Cases 18 and 19) 
illustrate one of the chief drawbacks of anticoagu- 
lant therapy—namely, thromboembolism occur- 
ring after cessation of therapy. 

Of the 4 patients (Cases 3, 7, 8 and 16) who had 
had bilateral femoral-vein interruption, autopsy 
showed massive embolus from the deep femoral vein 
in 2 and smaller emboli from branches of the hypo 
gastric vein in the other 2. In 1 patient (Case 3) 
interruption of the superficial femoral vein was done 
in the presence of a loose thrombus in the deep 
femoral vein, from which fatal embolism occurred 
an hour later. This was obviously an error in judg- 
ment. Still another patient (Case 7) could have 
been protected by interruption of the common 
rather than of the superficial femoral vein. But the 
emboli in the 2 other fatal cases, which arose from 
branches of the hypogastric vein, could have been 


Dehlinger and § 
Riemenschneider,® that under present inadequate @ 
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wt off only by interruption of the inferior vena 


cava. 
SuRGICAL AND NonsurGIcaL Cases 


Surgical admissions totaled 8619, and nonsurgical 
7138. Of 8818 operations performed, 4028 were 
isted as major. Among the 27 autopsied cases there 
were 3 (Cases 3, 7 and 20), or 11.1 per cent, in 
which the emboli occurred after operation. The re- 
mainder (24 cases) were all nonsurgical. The pre- 
ponderance of “medical” patients has been em- 
phasized by others.7-* The ratio of 8:1 shown here 
i; much higher than the approximate one of 2:1 
generally reported. This is possibly due to the in- 
clusion of the 20 cumulative or contributing emboli 
as fatal cases in our series. 

The incidence of fatal pulmonary embolism after 
surgery was 3, or 0.03 per cent, for 8818 operations. 
It was, 3, or 0.07 per cent, for 4028 major opera- 
tions. Barker et al.‘ found an incidence of (0.20 
per cent after 172,888 operations before anticoagu- 
lants were widely used. The incidence of fatal post- 
operative embolism since the use of anticoagulants 
alone in 1513 postoperative cases reported by Allen 
and his co-workers!” was 1, or 0.07 per cent. Wise 
and his associates* report | case of fatal pulmonary 
embolism in 3304 postoperative cases, or an in- 
cidence of 0.03 per cent after prophylactic adminis- 
tration of Dicumarol. Our incidence is therefore 
in the range of the lower figures given for series in 
which anticoagulants alone are useful. 


TECHNICS 

Anticoagulants. For prophylaxis, we used 200 
mg. of Dicumarol on each of the first two days of 
treatment. The dose for each succeeding day was 
governed by the prothrombin time. We attempted 
to keep the prothrombin concentration between 10 
and 20 per cent of normal. 

For therapy, we used the same schedule of Dicu- 
marol but supplemented it during the first thirty- 
siX OF forty-eight hours with deep subcutaneous 
injections of 0.5 cc. of a concentrated (100 mg. per 
cubic centimeter) solution of heparin every four 
hours. The dosage of heparin in the second 24 hours 
was controlled by the venous coagulation time just 
prior to the first morning injection. The coagula- 
tion time by the Lee-White method was optionally 
kept at greater than 15 minutes. We have found 
the Neuhof"' method more satisfactory than either 
the continuous intravenous drip of a dilute solution 
or the intramuscular injection of heparin in a re- 
larding menstruum. 

Venous interruption. Venous interruption per- 
formed for the prevention of pulmonary embolism 
was always done bilaterally and primarily in the 
moral region. If the veins at this level contained 
N0 thron:bus, the division and ligation was done 
distal to the deep femoral vein. If thrombus was 
Present, nterruption of the common femoral vein 
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proximal to the deep femoral but distal to the 
saphenous vein was performed after aspiration of 
the clot. 


Discussion 


The material presented illustrates the problems 
encountered in the control of pulmonary embolism. 
To simplify the consideration of this complex 
problem, the fatal cases alone have been considered. 
Consequently, much material of interest obviously 
has been omitted —for example, the number of 
nonfatal emboli occurring after both forms of 
therapy. Of these there have been several. Such 
cases, however, do not change our basic impression 
that since each form of therapy has its advantages 
and its shortcomings the two must be used in a 
balanced manner to supplement each other. 

In deciding between them one must consider the 
different purposes served by the two methods. 
Venous interruption is a definitive procedure that 
is permanent and will prevent embolism from the 
vein distal to the ligature. That the protection 
against embolism afforded by it is uncertain, how- 
ever, is demonstrated by the 4 deaths with embolism 
from veins other than those interrupted. Further- 
more, surgical hazards connected with the proce- 
dure, such as wound infection, arterial injury and 
late edema of the ankles, though rare, are ever 
present. Anticoagulant therapy is technically dif- 
ficult to administer properly, is effective only so 
long as the drug is given, and carries with it a hazard 
of hemorrhage. Because of the numbers of cases 
involved, however, it is better adapted than venous 
interruption to a broad program of postoperative 
prophylaxis. Furthermore, the protection afforded 
by it during periods of adequate dosage appears to 
be great. We believe the plan that we have out- 
lined to be one of the more logical methods of taking 
advantage of the considerations mentioned. 


SUMMARY 


The results of a policy for the treatment and 
prophylaxis of pulmonary embolism used at the 
West Roxbury Veterans Administration Hospital 
over a three-year period are presented. 

Essentially, the policy consisted of using anti- 
coagulants for prophylaxis and therapy in all pa- 
tients except those who had experienced a definite 
pulmonary infarct. Venous interruption was em- 
ployed for patients in whom an infarct had developed 
and for others needing treatment but in whom 
anticoagulants were contraindicated. 

The incidence of fatal embolism was 0.19 per 
cent of hospital admissions and 0.03 per cent of 
postoperative cases. The latter figure is similar 
to that reported by others using anticoagulants 
alone. 

Fatal embolism occurred in nonsurgical or medi- 
cal as opposed to postoperative patients in a ratio 


of 8:1. 
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Possible sources of embolism were found in 17 
cases. Since many of these patients demonstrated 
more than one source, the total possible sources 
amounted to 30. Twenty of these were in vessels 
other than the femoral or calf veins. 

Femoral-vein interruption might have been of 
value in 6 of the 17 patients. Four of the 7 patients 
who had massive embolism were, moreover, in 
this group of 6. 

The diagnosis of thromboembolism was made 
prior to death in only 11.1 per cent of all deaths 
from embolism, and in retrospect might possibly 
have been made in 33.3 per cent. 

Death from pulmonary embolism occurred in 
1 case despite adequate use of Dicumarol, and 
4 despite femoral-vein interruption. 
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ORAL ADMINISTRATION OF AUREOMYCIN 


IN THE TREATMENT OF CERTAIN 


DERMATOSES* 


Jacos L. Grunp, M.D.7 


BOSTON 


RAL administration of aureomycin was first 

employed in dermatologic disorders in 1949. 
A report of its effectiveness in penicillin-resistant 
staphylococcal infections appeared from the Mayo 
Clinic,’ shortly after an article by O’Leary et al.? 
describing encouraging results in the treatment of 
late cutaneous syphilis. Baer and Miller* found 
it of specific value in quickly healing and preventing 
the spread of the cutaneous lesions of disseminated 
cutaneous herpes simplex (Kaposi’s varicelliform 
eruption). Penicillin-resistant stomatitis 
membranosa acuta,’ a condition synonymous with 
acute infectious stomatitis or gingivostomatitis, 
has also been successfully treated with aureomycin 
by mouth. The latter condition and Kaposi’s vari- 
celliform eruption are considered to be infections 
of viral origin. The effect of oral administration of 
aureomycin in the cutaneous disorders more com- 
monly encountered in daily dermatologic practice 


has not yet been covered. 

*From the Department of Dermatology, Boston Regional Office, Veter- 
ans Administration. 

Published with the permission of the Chief Medical Director, Depart- 


ment of Medicine and Surgery, Veterans Administration, who assumes no 
responsibility for the opinions expressed or the conclusions drawn by the 
author. 


fAssistant in genitoinfectious diseases, Massachusetts Memorial Hospi- 
tals; formerly, chief of dermatology, Boston Regional Office, United States 
Veterans Administration. 


ulcero- 


In May, 1949, we began the use of aureomycin 
orally as the sole treatment of various dermato- 
logic disorders. 
in which it was necessary to substitute Chloromy- 
cetin because of the temporary lack of availability 
of aureomycin, no other therapy was employed. 
All cases had previously resisted every orthodox 
and accepted mode of treatment. As a result of 
this study, we are able to report its possible value 
in the following skin diseases: chronic discoid lupus 
erythematosus, lupoid sycosis vulgaris and sycosis 
vulgaris, recurrent localized herpes simplex, bullous 
erythema multiforme, dermatitis herpetiformis, 
chronic and recurrent dyshidrotic eczematoid der- 
matitis, atopic eczema or generalized neuroder- 
matitis and a certain form of seborrheic dermatitis 
that is not uncommon, — namely, the Darier- 
Ravaut—Ramel type,®>— in which the presenting 
features of oozing and crusting in seborrheic areas 
strongly suggest a bacterial origin. 


ADMINISTRATION AND DOosAGE 


Patients were instructed to take two pe 
ag (0) 

totaling 500 mg. every four hours with mea a 
sule 


with some food for a total of ten to twelve cap 1 
i 1 ; r was ie 

daily. No local dermatologic therapy was calT 
5 . * _: . oon wa 

out. As soon as distinct clinical improvement 


With the exception of a few cases | 





















Vol. 


not 


mc 
on 
vel 
wa 


reg 


bec 
vi0 
moa 
pat 
the 
cay 
anc 
of 

of. 
pal 
In 


apy 
ren 


car 


tlol 
wel 


the 
wit 
par 
par 
par 
ber 
was 


Tec 
sim 
on 


Aw 
an 
In 
cov 
tw 


sub 








15, 1950 





ay fT 


and pul- f ; 


)Perations, 


ilting from 
1. A. 104: 


embolism: 


Med. 240: 


Pulmonary 

iagnosis 
ts General 
HE to 1945 


aac. C. 


= as exem- 
rtem chest 
reference 


tgenol. 43: 


N. W. Use 


ses, Ann, 


- 159 pp. 


yn coms 
| therapy. 


T. Statis- 
yulmonary 


hrombosis § 


1941, 


poisoning: 


omycin 
rmato- 


v cases § 


yromy- 
ability 
loyed. 
thodox 
sult of 
- value 
| lupus 
sy COSIS 
yullous 
‘formis, 
d der- 
1roder- 
natitis 
Jarier- 
enting 
- areas 


psules 
als or 
psules 
-arried 
it was 


pero a sire cae 








Vol 242 No. 24 


noted, the dosage was dropped to 250 mg. every 
four hours for a total of four or five capsules daily. 
It has been our experience that when distinct im- 
provement of the disease treated occurs, it is ap- 
parent within seven days of aureomycin treatment. 

At the end of the second week, the patient is 
usually on a regimen of two 250-mg. capsules daily. 
As improvement continues and the lesions are al- 
most entirely absent, the treated patient is placed 
on a maintenance dose of one capsule daily to pre- 
vent relapse. In at least 2 cases in which the drug 
was stopped after entire disappearance of all skin 
lesions, relapse was noted after an interval of two 
or three weeks. With the resumption of therapy 
in these patients, there was a relatively prompt 
remission of the particular disease treated; 1 was 
a case of sycosis vulgaris, and the other dermatitis 
herpetiformis. With a maintenance dose of one 
capsule daily, both these patients have been kept 
to date in a good state of remission since the short 
regimen of aureomycin previously described. 

In no case was it necessary to stop treatment 
because of untoward by-effects. Nausea, as pre- 
viously reported,® was noted; frequent loose bowel 
movements were complained of by at least half the 
patients. These symptoms usually disappeared when 
the daily dosage was lowered to 1000 mg. or four 
capsules daily. In 3 cases—in 1 on the forehead 
and in the others on the sides of the upper portion 
of the chest — a barely visible eruption made up 
of nonpruritic, skin-colored, discrete shiny follicular 
papules, smaller than pinhead in size, was observed. 
In these patients the lesions, though still present, 
appeared to be slowly receding while the patient 
remained on a maintenance dose of one 250-mg. 
capsule daily. 

Frequent urinary and complete blood examina- 
tions were carried out on all patients and in none 
were variations from the normal noted. 


RESULTS 


Three patients with chronic discoid lupus ery- 
thematosus of the face were treated for two weeks 
with eight to ten capsules daily. All had resisted 
Parenteral administration of gold and oral and 
parenteral administration of bismuth and sodium 
para aminobenzoate therapy. In none was any 
beneficial change noted, and aureomycin therapy 
Was discontinued. 

Two patients, who for years had had frequent 
recurrent attacks of localized herpes simplex, were 
similarly treated. In 1, the lesions usually appeared 
on the palm and were not infrequently accompanied 
by a 'vmphangitis requiring penicillin injections. 
Aureomycin was not effective either in preventing 
an attack or in causing its rapid disappearance. 
In the other, with a history of an attack of lesions 
Covering a good part of one side of the face every 
two or three weeks, the lesions recurred after the 
subsidence of a particular attack, even while the 
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patient was on a regimen of four 250-mg. capsules 
daily. Aureomycin was valueless in 1 case of bullous 
erythema multiforme of a total of 3 thus treated. 

Three cases of dyshidrotic eczematoid dermatitis 
were unaffected by two or three weeks of aureomycin 
therapy. 

Gratifying and comparatively prompt results 
were obtained in 2 cases of bullous erythema multi- 
forme (erythema multiforme exudativum), 9 cases 
of sycosis vulgaris, 1 case of lupoid sycosis vulgaris, 
4 cases of dermatitis herpetiformis and 6 cases of 
Darier-Ravaut-Ramel type of seborrheic derma- 
titis. In none of the preceding dermatologic dis- 
orders, with the exception of the case of bullous ery- 
thema multiforme, did failure necessitate cessation of 
aureomycin therapy. All patients, up to November 
22, 1949, had sustained a good state of remission 
with a maintenance dose of one 250-mg. capsule 


daily. 
CasE REpPoRT 


Case 1. A 26-year-old man reported to the clinic on July 
20, 1949, complaining of painful sores on the tongue and lip 
and of burning, “watery” lesions on the palms. The diag- 
nosis was bullous erythema multiforme. He gave a history 
of having had these lesions every 114 to 2 months for 2 years. 
Each attack lasted about 3 weeks. He was placed on an 
elimination diet, was given calcium gluconate intravenously 
and orally and Pyribenzemine tablets orally each day until 
August !, when new lesions appeared. 

Eight aureomycin capsules were taken daily. Four days 
later, the lesions became drier and were asymptomatic. 
After 8 days of treatment, all lesions had disappeared. The 
patient was placed on a maintenance dose of 1 capsule daily. 
When he was seen again on October 10 there had been no 
recurrence of the lesions. 


Case 2. A 29-year-old man was seen for the first time in 
the dermatologic clinic in April, 1947, with the characteristic 
active lesions and atrophic residua of lupoid sycosis of the 
scalp, face and neck and of widespread accompanying lesions 
of a coccogenous dermatitis of the arms and legs and of the 
pubic and axillary areas. On the sides of the scalp above the 
ears, the hair was definitely thin, and the skin was atrophic, 
with superimposed papulopustules. The cheeks presented 
atrophy of the skin, with loss of hair in patches. The hairy 
portions of the face evidenced many active follicular papulo- 
pustules. On the lower abdomen and on the extremities were 
many papulopustules. In both axillas and on the pubic and 
in the inguinal regions, there were large, ill defined areas of 
deep-red erythema. 

From December, 1945, to March, 1947, he had received 
every form of accepted dermatologic therapy including super- 
ficial roentgen rays, subcutaneous injections of staphylococcus 
toxoid, tyrothricin intraderm solution, ultraviolet rays and 
Quinolor ointment, without effect. Intramuscular injections 
of colloidal manganese were the only means whereby a sem- 
blance of improvement of his condition could be obtained. 
However, even with the latter means, new lesions always 
appeared. At no time was he free of his disorder. 

On July 18, 1949, and on subsequent days the patient 
received 500 mg. of aureomycin 4 times daily. Remarkable 
improvement was noted on July 25. Practically every active 
papulopustule had almost entirely receded. The lesions in 
the axillary, pubic and inguinal areas had become a light 
pink. Ten days after therapy began, he started taking 4 
capsules daily. On August 2 no active lesion was visible any- 
where on his skin. He was placed on a maintenance dose of 
1 capsule daily, which he is now taking. No active recur- 
rence of the sycosis has been visible at any time since the 
institution of aureomycin therapy. 


Case 3. A 25-year-old Negro had had lesions constantly 
on the sides of the face, the chin and in the left axilla for the 
past 2 years. He had received roentgen-ray therapy and 
various ointments without effect. When first seen in the clinic 
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on May 10, 1949, he presented diffuse, pigmented and ery- 
thematous scaling, with superimposed follicular papules on 
both cheeks and on the chin below the lip. An erythematous 
and pigmented scaling patch was present in the left axilla. 
The diagnosis was sycosis vulgaris. On May 14 he was placed 
on 3 250-mg. capsules of aureomycin 4 times daily at 4-hour 
intervals. Three days later, distinct improvement in and 
lessening of the skin lesions were evident, and he was in- 
structed to take 3 aureomycin capsules 3 times daily. On 
May 28 he was entirely free of lesions. The treatment con- 
sisting of 3 capsules daily was continued until June 21, when 
it was stopped. 

Twenty-eight days later, he returned with a new attack 
of sycosis vulgaris. After 8 days of aureomycin treatment, 
his skin was again entirely clear. No lesions have occurred 
since he was placed on a maintenance therapy of 1 250-mg. 
capsule of aureomycin daily. 


Case 4. A woman was seen in the dermatologic clinic 
in October, 1947, with a history of having had for the pre- 
vious 3 years a constant itching and oozing eruption of greater 
or lesser severity on her scalp, at times behind her ears and 
constantly in her axillary and pubic areas. Up to May, 1949 
the eruption had on occasion been so severe that she had to 
be hospitalized in the Cushing Veterans Administration 
Hospital 3 times. In these periods, the acute activity of her 
skin disorder was improved to a certain extent by means of 
penicillin therapy. Lesions in the involved areas were, how- 
ever, always present. 

On August 24 there was evident, on the vertex of the scalp, 
a large, ill defined area of oozing erythema and crusting. 
Behind both ears, similar lesions were seen. On the mid- 
portion of the left eyebrow, an area of oozing, dark erythema, 
the size of a 50-cent piece, was present. The axillary and 
pubic regions presented large patches of dark and infiltrated 
erythema. 

The patient was placed on Chloromycetin therapy with 
2 capsules taken at 4-hour intervals. Eight days later, ac- 
tivity in all involved areas had greatly lessened. She was 
then given aureomycin, | capsule 4 times daily. At the end of 
2 weeks, all lesions had disappeared. Since September 9, 
she has taken 1 capsule of 250 mg. daily, with no recurrence 
of lesions. 


Discussion 


It is to be noted that excellent and specific re- 
sults were obtained with oral aureomycin therapy 
alone in cases of lupoid sycosis vulgaris, sycosis 
vulgaris and the Darier-Ravaut—Ramel type of 
seborrheic dermatitis. All these cases had resisted 
every form of accepted dermatologic therapy in- 
cluding parenteral administration of penicillin. 
Since these dermatologic disorders are considered 
to be of bacterial origin, there is evidently a rational 
basis for the effect obtained. 

More difficult to explain is its ineffectiveness in 
recurrent herpes simplex. This disease is considered 
to be of viral origin, and good results were expected 
with aureomycin. However, only failure resulted 
in Our cases. 

A virus has been reported as a possible etiologic 
agent of bullous erythema multiforme.? Two of 











the 3 cases of this disorder responded we'll and 
promptly to aureomycin, and no recurrence with 
maintenance therapy has been noted to date. It 
is possible that a virus was responsible in both: cases. 
Our results may be equivocal, however, since the 
factor of coincidence may be predominant in a 
sudden and rapid remission of the lesions of ery- 
thema multiforme. Duplication of our observations 
is therefore necessary. 

In 3 of 4 cases of dermatitis herpetiformis, aureo- 
mycin therapy was resorted to because the patients 
refused to take sulfapyridine because of the attending 
symptomatic by-effects that not infrequently ac- 
company the oral administration of this drug. It 
was noted in these patients that though the lesions 
regressed more slowly than with the sulfapyridine, 
aureomycin was just as effective even with small 
dosage in controlling symptoms. 

The results obtained in 3 cases of generalized 
neurodermatitis or atopic dermatitis were at first 
excellent. These patients, however, later relapsed 
while On a maintenance dose, and were unaffected 
by further therapeutic doses of aureomycin. Ad- 
ditional similar cases evidenced no clinical response 
with twelve capsules of aureomycin daily. It must 
be concluded that the compound is of no value in 
this disorder; since psychogenic factors and the 
possibility of spontaneous remission may play a 
predominant part in the involution of a case of 
atopic dermatitis, it is not improbable that such 
factors, rather than the aureomycin, were responsible 
for the favorable effects at first obtained. 

The assistance of Dr. O. J. Harris in the management 
of the cases presented is acknowledged. 
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EVALUATION OF CHLOR-TRIMETON MALEATE IN HAY FEVER AND A VARIETY OF 
ALLERGIC DISEASES 


N. E. Sirsert, M.D.* 


LYNN, MASSACHUSETTS 


LINICAL reports on Chlor-Trimeton maleate, 

which chemically is chlorprophenpyridamine 
maleate, have shown that this potent antihistaminic 
substance benefits a large percentage of patients 
with hay fever to whom it is administered.'* The 
drug has also been shown to be of definite value in 
vasomotor rhinitis, urticaria and other allergic 


diseases.’ *» 4 

The effects of Chlor-Trimeton maleate were 
studied among 117 patients seen in office practice 
and in the outpatient departments of hospitals 
with which I am associated. The majority of the 
patients were suffering from hay fever. Other 


TaBLeE 1. Clinical Results 


DIAGNOSIS Tora 


Cases 


Hay fever Baan 

Vasomotor rhinitis Ren ey 

Allergic asthmatic bronchitis nous a 

Allergic asthmatic bronchitis with hay fever or vaso- 
motor rhinitis, or both 

\topic eczema at le ai ah 

\llergic migraine headache... 

Neurodermatitis ........ 

Pollen eczema ........ 

POMOMAVY COCCI Co ooo is oak sce warw'n 

Angioedema with hives .............. 


tou 
Vina 


Nw NIrobho~s 


disorders treated included vasomotor rhinitis, al- 
lergic asthmatic bronchitis with and without com- 
plications such as hay fever or vasomotor rhinitis, 
or both, atopic eczema, allergic migraine headache, 
neurodermatitis, pollen eczema, poison-ivy eczema 
and angioedema with hives. 
‘Patients under the age of fifteen years were 
given 2 mg. of Chlor-Trimeton maleate} three 
times a day. Each patient over fifteen was instructed 
to take one 4-mg. tablet up to four times a day. 
If, at the end of the first day of treatment, there 
was no measurable response to the drug, the dose 
was Increased to five or six 4-mg. tablets per day. 
The results seemed to be less favorable in the 
Patients who took the increased dosages than in 
those who could achieve a measure of benefit from 
four tablets a day. 
_ The conditions treated, the number of patients 
in each group, the age ranges, and the results of 
treatment with Chlor-Trimeton maleate are shown 


#Chi 4 
Voom a in Captain John Adams. Hospital, Lawrence Quigley 
sultant in a tiie and Soldiers’ Home, Chelsea, Massachusetts; con- 
junior physic creys Danvers State Hospital, Danvers, Massachusetts; 
Auburn Hospi: a and assistant in the Department of Allergy, Mount 
#Kj spital, Cambridge, Massachusetts. 

amy lied by Schering Corporation, Bloomfield, New Jersey. 


in Table 1. There was a notable absence of side 
effects. Interestingly, the patients reporting no 
improvement did not complain of drowsiness, 
nausea or dizziness. They stated, rather, that they 
felt no benefit from the use of the antihistamine. 

The results in the individual conditions are de- 
scribed below. 


Hay Fever 


This group of 58 cases included patients sensitive 
to tree, grass and ragweed and ranging in age from 
five to sixty-five years. Symptoms were completely 
relieved in 49 cases, or 84 per cent, of those treated 


with Chlor-Trimeton Maleate. 


Ace RANGE 


Patients BENEFITED Patients Not 
BENEFITED 

NO. PER- NO. PER- 

CENTAGE CENTAGE 
5-65 yr. 49 8 9 16 
18 72 7 28 
2nd-3rd decade l 20 4 80 
2nd-3rd decade 2 29 5 71 
3-5 yr. 2 100 0 0 
2nd-3rd decade 1 50 1 50 
2nd-7th decade 5 71 2 29 
4th-5th decade 1 33 2 67 
14-26 yr. 2 100 0 0 
8-35 yr. 5 83 1 17 
with Chlor-Trimeton maleate. The number and 


intensity of side effects were negligible. In the 9 
patients who failed to respond in a satisfactory 
manner, the principal result was lack of benefit 
rather than the occurrence of side reactions. 

In 10 cases placebos were substituted for Chlor- 
Trimeton maleate tablets after the medication 
had brought about the subsidence of symptoms. 
With placebos nasal discharge and other symptoms 
returned. When the patients subsequently were 
encouraged to try the drug again these symptoms 
disappeared. 

Five patients of the entire group among those 
benefited were able to maintain a complete cessation 
of symptoms throughout the hay-fever season 
with the use of three Chlor-Trimeton maleate 
tablets per day. 

Twenty-two of the 58 patients received Chlor- 
Trimeton maleate tablets and placebo injections 
rather than desensitizing injections. These patients 
came in during the ragweed-pollinating season. 
The response to Chlor-Trimeton maleate in 18 
of the group was both startling and highly grati- 
fying. The patients were able to go through the 
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season without adjunctive therapy. The remaining 
4 patients had severe hay fever unrelieved by the 
medication. 


VasomoTor RHINITIS 


The disease, nonpollen in nature, affected 25 
patients. Treatment was successful in 18 cases, 
or 72 per cent, of this group. In the 7 patients who 
did not obtain a satisfactory response, side effects 
were minimal. 

In 5 cases the original benefit from Chlor-Trimeton 
maleate was lost when placebo tablets were sub- 
stituted. Symptoms subsided again when treatment 
with the active substance was reinstituted. 


Auuercic AstuMaTic Broncuitis, UNCOMPLICATED 


The 5 male patients with allergic asthmatic 
bronchitis were in the second and third decades of 
life. Only 1 of them experienced any relief through 
the use of Chlor-Trimeton maleate. The other 4 
reported no effect. 


ALiercic AsTHMATIC BRONCHITIS WITH Hay FEVER 
or VASOMOTOR RHINITIS OR BoTH 


In 7 male patients, likewise in the second and 
third decades of life, allergic asthmatic bronchitis 
was complicated by hay fever or vasomotor rhinitis, 
or both. Two reported relief of the asthma. How- 
ever, asthma and hay fever occurred in these pa- 
tients during a pollinating season. It is my opinion 
that the control of hay fever by Chlor-Trimeton 
maleate led to cessation of the asthma. 


Atopic Eczema 


Two children, aged three and five years, with 
eczema were treated. Both showed a fairly good 
response to therapy, with regression of the lesions 
and cessation of the pruritus. 


ALLERGIC MicrainE HEADACHE 


Two female patients in the second and third 
decades of life were suffering from headache of 
allergic origin. In 1 of them there was a substantial 
measure of relief, although not total cessation of 
symptoms, with Chlor-Trimeton maleate. The 
administration of the drug did not relieve the mi- 
graine headache in the second patient. 
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NEURODERMATITIS 


Neurodermatitis was present in 7 patients, who 
ranged in age from eighteen to sixty years. The 
eruption subsided, and pruritus was relieved jp 
five cases, or 71 per cent, during therapy with Chlor- 
Trimeton maleate tablets. These patients were 
highly pleased with the results of the medication, 


Po.Lien Eczema 


Variable results were obtained in the 3 adults 
in this group. In 1 of them pruritus ceased, and 
the eczematous lesions subsided with the usual 
dosage of Chlor-Trimeton maleate. Very little, 
if any, improvement became apparent in the other 
2 patients. 


Poison-Ivy Eczema 


Chlor-Trimeton maleate tablets proved highly 
effective in the 2 cases of poison-ivy eczema treated. 
In a child of fourteen and in an adult of twenty- 
six, this medication stopped the itching and re- 
duced the inflammation. 


ANGIOEDEMA WITH HIvEs 


Six patients ranging in age from eight to thirty- 
five were affected. The hives disappeared in 5 cases, 
or 83 per cent, after the administration of a few 
doses of Chlor-Trimeton maleate. One patient 
was not relieved. 


CONCLUSIONS 


Chlor-Trimeton maleate is a_ therapeutically 
effective antihistamine particularly beneficial in 
the treatment of hay fever, vasomotor rhinitis, 
eczema, neurodermatitis and angioedema. The 
percentage of patients with allergic affections who 
are benefited is as great as, if not greater than, that 
relieved by other antihistamines in common use. 
The drug possesses an advantage in that a minimum 
of side effects accompanies its use. The decided 
benefit derived, with almost complete absence of 
side effects, warrants the wide use of Chlor-Tri- 
meton maleate in the treatment of allergic disease. 


REFERENCES 


. : EEN ca — 
1. Allison, J. R., and Robinson, A. M. New antihistaminic, c 

trimeton maleate. J. South Carolina M. A. 45:344, 1949. 
2. Vickers, M. A., and Barrett, R. J. Clinical evaluation of newer antl- 
histaminic chlor-trimeton. J. Maine M. A. 40:356, 1949. 


3. Eisenstadt, W. S. Clinical evaluation of chlor-trimeton. Journal- 


Lancet 70:26, 1950. 
4, Gaillard, G. E. Clinical experience with chlor-trimet: 
and other allergies. Ann. Allergy (in press). 


yn in hay fever 










‘5, 1950 








an 


thi 


is 
Adn 
noo: 
Hos 
illne 
semi 
TI 
at th 
The 
know 
1939 
in |! 
after 
the 
Dilan 
1948, 
patie 
typice 
aura 
outer} 
biting 
the at 
amneg 
In | 
type ¢ 
surrow: 
withou 
curred 
Dur: 
the pai 
area oy 
of a “s 
Ditalize 
ministr 
remain 
Were st 


: *From 
tion Hogs 
Departm, 
sity Medi 
_ NEVI 
‘Pproval 

S10ns pub 
Necessarj]; 


yaptside 





tAssogi 
College: 
Onsultan 
York, 
§Reside 
York, 











1950 


vho 
The 

in 
lor- 
rere 
ion. 


ults 
and 
sual 
ttle, 
ther 


ghly 
ted. 
nty- 

re- 


irty- 
ASeS, 

few 
‘ient 


chlor- 
anti 
ournal- 


y fe ver 








Vol. 242 No. 24 


DEATH AFTER PHENURONE THERAPY —LEVY ET AL. 


FATAL HEPATORENAL SYNDROME ASSOCIATED WITH PHENURONE THERAPY* 


933 


Ricnarp W. Levy, M.D.,f Donatp J. Simons, M.D.,t ano Stantey Aronson, M.D.§ 


NEW YORK CITY 


HENURONE (phenylacetylurea) is a new anti- 
Si icvaleant drug reported to be of value in 
psychomotor epilepsy. The control of psychomotor 
seizures has always been a difficult problem, but 
with the advent of Phenurone the future of patients 
with this form of epilepsy appeared brighter. 

The report of toxic side effects and particularly 
of unexplained deaths in association with the ad- 
ministration of new drugs is always of importance. 
We recently observed an unexplained death in a 
patient with mixed epilepsy (grand mal and psycho- 
motor) who had received Phenurone. It is the pur- 
pose of this paper to report the details of the case 
and to discuss the possible role of drug toxicity in 
this patient’s death. 


Case REPORT 


H. O., a 32-year-old man, was admitted to the Veterans 
Administration Hospita!, Bronx, New York, on the after- 
noon of September 28, 1949, as a transfer from Greenwich 
Hospita!, Greenwich, Connecticut. The history of the present 
illness was obtained from a friend since the patient was in a 
semistuporous condition. 

The patient’s epilepsy had begun eleven years previously 
at the age of 21, when he was serving in the peacetime Navy. 
The circumstances surrounding the first attack are un- 
known, but the patient was discharged from the Navy in 
1939 with the diagnosis of grand-mal epilepsy. He was seen 
in 1941 at the New York Neurological Institute, where, 
after thorough study of the seizures, he was discharged with 
the diagnosis of idiopathic grand-ma! epilepsy, to take 
Dilantin, 0.4 gm. per day. This he did between 1941 and 
1948. During this 7-year interval, in spite of medication, the 
patient continued to have seizures every 3 or 4 months. A 
typical seizure was characterized by an occasional sensory 
aura (type unknown), followed by loss of consciousness, an 
outery, generalized tonic and clonic movements, tongue 
biting and occasional urinary and fecal incontinence. After 
the attack the patient slept for 2 or 3 hours and had an 
amnesia for the event. 

In 1943, in addition to the grand-mal seizures, another 
type of seizure, characterized by a dim awareness of the 
surroundings and a temporary receptive and emissive aphasia 
without behavior disorder, developed. These attacks oc- 
curred every 6 to 8 weeks. 

During a routine visit to a private physician in May, 1948, 
the patient was told that skull x-ray films showed a calcified 
area on the right side of the brain, that this was suggestive 
ota “slow-growing brain tumor” and that he should be hos- 
pitalized. Therefore, in May, he entered the Veterans Ad- 
ministration Hospital in Newington, Connecticut, where he 
temained until August, 1948. During this time, the seizures 
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and in August, 1948, he was transferred to Cushing Veterans 
Administration Hospital, Framingham, Massachusetts. 

-Pneumoencephalograms done at Cushing Veterans Ad- 
ministration Hospital revealed slight ventricular dilatation, 
but no shift or distortion of the ventricular system. Serial 
electroencephalograms were consistent with the diagnosis of 
epilepsy. The patient was discharged in December, with the 
diagnosis of idiopathic grand-mal epilepsy and psychomotor 
epilepsy and told to take Dilantin, 0.5 gm. per day. 

He was followed in the Out-Patient Department, and the 
next major seizure occurred in March, 1949. In May, he 
was readmitted to Cushing Veterans Administration Hos- 
pital after another grand-mal attack. On this admission, 
the blood pressure was 126/74, and the abnormal findings 
were limited to a questionable weakness of the left upper ex- 
tremity and brisk deep tendon reflexes throughout the body. 
Laboratory studies included a complete blood count, urinal- 
ysis, serology and x-ray films of the skull and chest, all of 
which were normal; electroencephalograms and pneumo- 
encephalograms showed no change from those of the previous 
admission. 

Because the seizures had failed to respond to previous anti- 
convulsant therapy, the patient was given a combination of 
Dilantin, 0.5 gm. per day, and Phenurone, 1.0 gm. per day, 
on July 1. Prior to this therapy, laboratory tests revealed 
no abnormality in liver function. On July 8, the dose of 
Phenurone was increased to 1.5 gm. per day, and the patient 
was discharged on August 26 on this regimen, showing no 
ill effects from the medication. 

He was seen in the New Haven Dispensary Seizure Unit 
for a routine follow-up visit on September 15, when he was 
found to be taking his medication faithfully and without 
complication. 

On the afternoon of September 26, he was on a ladder 
painting a friend’s kitchen. At about 2:30 p.m. he experienced 
a sensory aura (type unknown), descended the ladder, 
walked to the living room, sat down in a chair and at 2:40 
p.m. began to have a major convulsive seizure. During the 
10-minute interval, he behaved as if he understood what 
was said, but was unable to answer. At the onset of the 
seizure, he clenched both fists, but the witness was able 
to straighten them out. Then, the following events occurred 
and were limited to the left side of the body: the left foot 
went into clonus, the !eft side of the mouth twitched, and the 
head ard eyes turned to the left; there was no outcry, tongue 
biting, or incontinence. The attack lasted for 24 hours, 
the seizures occurring intermittently. At 5:00 p.m. a phy- 
sician was called and on arrival gave the patient Sodium 
Luminal, 0.3 gm. intravenously. The seizures then ceased, 
and the patient was moved promptly to the Greenwich 
Hospital, where he was observed for 2 days. 

During this period his state of responsiveness was said to 
have improved, so that on transfer to the Veterans Adminis- 
tration Hospital, Bronx, New York, he was in a semistuporous 
condition, but could be aroused. 

There was no family history of epilepsy. Many of the 
previous seizures had been preceded by an emotional dis- 
turbance, and the one prior to admission by a disappoint- 
ment at not obtaining a job. 

Physical examination showed a well developed man lying 
quietly in bed and moving the right arm and leg occasionally, 
but not moving the left side of the body. He responded to 
simple requests shouted at him. The head was symmetrical 
and showed no external evidence of trauma. There was no 
nuchal rigidity. The eyes were constantly roving. The chest 
was symmetrical, but most of the breathing was diaphrag- 
matic. The skin was warm and dry, and no spider angiomas 
were seen. Neither the spleen nor the liver was palpable. 

Neurologic examination demonstrated that the patient 
was able to shake his head in answer to simple questions. 
There were no telangiectatic nevi over the distribution of the 
trigeminal nerves. No bruit was audible. Funduscopic 
examination revealed normal optic disks. There was a 
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paralysis of the left lower facial muscles, and a left flaccid 
hemiplegia. The deep tendon reflexes on the left side of the 
body were normal, whereas those on the right were slightly 
increased. The superficial abdominal reflexes were absent 
in all four quadrants. The left plantar response was absent, 
and the right plantar response was atypical, but not cherac- 
teristically extensor. The sensory examination was unre- 
liable throughout. 

The temperature was 102.4°F., and the pulse 128. The 
blood pressure was 170/110. 

X-ray films of the skull taken on September 29 revealed 
increased vascular markings in the right parietal region. A 





Ficure 1. Kidney, Showing Dilated and Distorted Distal 
Convoluted Tubules, the Lining Cells of Which Are in a Re- 
generating Stage (Hematoxylin and Eosin Stain x150). 


A number of hyaline casts are seen. 


spinal tap on September 30 showed xanthochromic fluid. An 
electroencephalogram on the same day was interpreted as a 
grossly pathologic record strongly suggesting stupor, al- 
though there was persistent flattening in the right temporo- 
occipital regions suggestive of structural changes in the right 
hemisphere. These facts led to the belief that the patient 
had a space-occupying lesion in the right cerebral hemisphere, 
most likely an angiomatous malformation, and for the first 
few days of hospitalization attention was centered on this 
diagnosis. 

However, on October 5, after the initial urinalysis report 
of a +++ test for albumin had been received, interest was 
focused primarily on the kidneys. An emergency blood urea 
nitrogen determination was reported as 227 mg. per 100 cc. 
Simultaneously, the patient appeared jaundiced, and an 
icteric index was recorded as 42 on October 7. In view of 
these findings — namely, evidence of kidney and liver damage 
—the diagnosis of hepatorenal syndrome was made. A 
medical consultant concurred in the diagnosis, and advised 
discontinuing all medication except penici!lin, which was given 
as a prophylactic measure. 

The fluid intake was maintained at 3000 cc. per day, and 
daily tests for blood urea nitrogen, chloride, carbon dioxide 
combining power, icteric index and urine specific gravity 
were made. The intake and output were carefully recorded. 
The patient’s mental state changed gradually from one of 
stupor to one of delirium. 

The blood urea nitrogen remained above 95 mg. per 100 cc.; 
the blood chloride was repeatedly low; the carbon dioxide 
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combining power remained at a low level, never over 30 vol 
per cent; the icteric index dropped to 13.3. Liver-function 
studies showed a cephalin flocculation of ++4 and 4 pro- 
thrombin time of 34.3 seconds (control, 15.2 seconds). The 
urine specific gravity remained fixed at 1.010, although the 
24-hour output was adequate. 

Efforts at maintaining an adequate fluid intake and out- 
put were successful. Attempts were made to support the liver 
with a diet high in carbohydrate, protein, vitamins and 
calories, and low in fat. Sodium bicarbonate was placed in 
the feedings to combat the acidosis. In spite of persistent 
efforts, the patient continued to do poorly, and on October 16 
he suddenly and quietly died. 

Post-mortem examination performed about 12 hours after 
death showed a barely perceptible degree of jaundice. The 
great serous cavities were free of significant amounts of fluid 
and the serous membranes were smooth and glistening. 

The heart weighed 260 gm., and the appearance was not 
remarkable. The coronary circulation and _ myocardial 
musculature were normal in all visible respects. The lungs 
showed a few small foci of bronchopneumonia in the basilar 
aspects of both lower lobes. The remaining pulmenary 
parenchyma was not unusual. The gastrointestinal tract was 
normal. 

The liver weighed 1600 gm. and was normal in contour 
and surface configuration, Multiple cross-sections of this 
organ failed to demonstrate any unusual! patterns or lesions. 
The gall bladder and bilary tree were normal. 

The left kidney weighed 200 gm., and the right kidney 
150 gm. The capsules stripped with ease, and the external 





Ficure 2. Liver, Showing Abnormal Granular Hepatic aie 
Cells, Many with Bizarre or Double Nuclei (Hematoxylin an 
Eosin Stain x150). 


surfaces of the kidneys appeared normal. Cross-section in 


the long axis of the organ disclosed a minimal nee 
widening of the cortex, as well as a faintly noticeable —, 
tinge to this region. The parenchyma was somewhat swo: * 
and edematous. A few ecchymotic hemorrhages were — 
in the renal pelves. The remainder of the urinary tract W 
normal. ot for 2 

The brain failed to reveal any notable change eS Sake 
mild asymmetry of the lateral ventricles, the 7 “ 
larger than the right. This alteration was attr mage 
ependymal adhesions found in the lateral angle of the "I 
frontal horn. 
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The remainder of the organs presented no gross abnormali- 


ties. ? es : : 
Microscopical examination of the kidneys failed to reveal 


any abnormality of the glomeruli, upper-nephron segments 
or vascular channels. However, many of the distal con- 
yoluted tubules were dilated, and some were filled with pink- 
staining casts, whereas others showed desquamation of the 
epithelium and replacement by flat, slightly bizarre cells 
containing pyknotic nuclei. Rarely was more than one layer 
of regenerating cells seen in the tubules. These changes were 
interpreted as representing the resolving phase of a lower- 
nephron nephrosis (Fig. 1). , . 

The liver demonstrated a fairly uniform picture. The basic 
lobular architecture was maintained. The hepatic-cord cells 
showed varying degrees of change consisting essentiaily of a 
granular, smudgy cytoplasm with the presence of numerous, 
indistinctly bordered vacuoles. Many of the cells were 
binucleate; others had lost their nuclei completely, and 
still others showed irregular chromatin condensation. Some 
of the cells neighboring the central veins showed complete 
disintegration, with fragments of eosinophilic cytoplasm on a 
background of amorphous noncellular substance. There were 
only rare aggregates of inflammatory cells. The portal spaces 
were normal. No biliary stasis could be seen. An outstand- 
ing feature was the relative lack of blood within the sinusoids; 
in some areas no sinusoids were seen, apparently because of 
the extreme edema of the hepatic cord cells (Fig. 2). 

The remaining microscopical findings were not relevant. 


Discussion 


To establish the basic role of drug toxicity in any 
given case, certain criteria must be fulfilled: the pa- 
tient must have been in good health prior to the 
administration of the agent; the causative agent 
must have been given over a sufficient period, un- 
complicated by other medicaments; the illness in 
question must be unrelated to any other obvious 
etiologic process; the drug must be shown to have 
caused similar toxic effects in animals or in human 
subjects; and pathological findings, when available, 
must confirm the involvement of the systems affected 
in the clinical picture. 

In this case, the patient was known to have had a 
mixed type of epilepsy (grand mal and_ psycho- 
motor) of unknown etiology. He had been closely 
followed for the previous nine years, and, except for 
epilepsy, he was in excellent health. Physical ex- 
amination at the Cushing Veterans Administration 
Hospital in June, 1949, showed him to be normo- 
tensive; in addition, the respiratory, cardiovascu- 
lar, gastrointestinal and genitourinary systems 
were normal. Laboratory studies revealed a normal 
blood picture and normal urinary findings. More 
particularly, liver-function tests failed to show any 
abnormal liver functions. Therefore, to all intents 
and purposes, the fact was established that this 
Patient was in good health, except for epilepsy, in 
June, 1949, 

In comparison with this picture, the patient’s 
state on admission to the Veterans Administration 
Hospital, Bronx, New York, on September 28, 
1949, was one of semistupor, hypertension and 
marked impairment of renal and hepatic function. 
He Was in severe uremia, and the urine specific 
gravity Was fixed at a low value. In addition, liver- 
function studies were characteristic of hepatic-cell 
damage and compatible with a severe hepatitis. 
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Thus, in the interval between July 1 and September 
28, 1949, liver and kidney disease developed in this 
healthy man. 

The drug under consideration was given for the 
first time on July 1, 1949, and as far as can be deter- 
mined, was taken in the prescribed dose until 
September 26. In all, the patient received 1 gm. 
per day for the first seven days of therapy, and 1.5 
gm. per day thereafter, or a total dose of 120 gm. of 
Phenurone. 

It is necessary to point out that the patient had 
been taking Dilantin daily for the preceding nine 
years. The only medication that was added to the 
therapeutic regimen after the establishment of 
normal liver function in June, 1949, was Phenurone. 
It seems most unlikely that Dilantin, which had 
been taken for nine years, would suddenly have 
caused a fulminating toxic hepatorenal syndrome. 

From the history obtained from the patient’s 
family, as well as from the hospital records, we are 
led to believe that the patient was not suffering 
from any other illness incurred between July 1 and 

September 26, 1949. According to the best available 
information, he was in “perfect health,” except 
for the epilepsy. Therefore, the possibility of inter- 
current disease, such as viral hepatitis, is not sub- 
stantiated. Furthermore, the patient did not re- 
ceive any blood transfusions in the interval under 
consideration. 

Large doses of Phenurone in animal experiments 
have failed to result in extensive liver and kidney 
disease. However, 4 fatal cases in human subjects 
have been reported in conjunction with the ad- 
ministration of Phenurone. Of these, 2 were asso- 
ciated with an aplastic anemia, 1 with hepatitis, 
and 1 with acute yellow atrophy of the liver. 

We recently had the privilege of reviewing the 
clinical course and the autopsy findings of the pa- 
tient who died from acute yellow atrophy of the 
liver.* This twenty-four-year-old man had had a 
mixed type of idiopathic epilepsy (grand mal, petit 
mal and myoclonus) for sixteen years and had failed 
to respond to Dilantin, Tridione, Mesantoin or 
phenobarbital, singly or in combination. Therefore, 
on May 6, 1949, after the patient had been taking 
a combination of Mesantoin and Tridione for the 
previous six months, Phenurone was added to the 
therapeutic regimen. The initial dose of Phenu- 
rone was 0.5 gm. per day for the first ten days. 
It was increased to 1.0 gm. per day for the next 
seven days and, finally, on May 23, 1949, to 1.5 gm. 
per day. The total amount of Phenurone received 
was 51 gm. over a forty-four-day period. 

The patient showed marked improvement on this 
combined regimen of Mesantoin, Tridione and 
Phenurone. However, thirty-six days after the 
beginning of Phenurone therapy, he became quite 
drowsy. The Mesantoin and Tridione were dis- 
*We are indebted to Dr. Willard W. Dickerson, superintendent of the 


Caro State Hospital for Epileptics, Caro, Michigan, for kindly permitting 
us to review this case. 
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continued immediately. Eight days later, a scar- 
latiniform rash developed, and Phenurone was dis- 
continued. At this time, a complete blood count 
was normal, but urinalysis revealed a ++ test for 
albumin and many granular casts in the sediment. 
The patient became febrile and delirious, and forty- 
six days after Phenurone therapy had been begun, 
jaundice, which rapidly intensified, developed. 
Within the next few days, the fever and rash per- 
sisted, the jaundice increased, and the mental state 
changed from one of delirium to stupor. In spite 
of all efforts, the patient died fifty-one days after 
the institution of Phenurone therapy. 

The significant autopsy findings were limited to 
the liver and the kidneys. Grossly, the liver ap- 
peared slightly shrunken and was quite soft and 
friable. Microscopical sections revealed extensive 
destruction of the basic lobular architecture and 
severe necrosis of most of the hepatic cord cells. 
Gross inspection of the kidneys showed them to be 
swollen; the capsule stripped with ease. Micro- 
scopical sections demonstrated ischemic glomeruli, 
with thickening of the capillary walls, and glomerulo- 
nephrosis with well marked degeneration of both 
the straight and convoluted tubules. 
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Thus, this case and the case reported above both 
showed extensive parenchymal liver disease and. to 
a lesser degree, tubular disease of the kidneys. In 
addition, a fatal case of liver disease possibly asso- 
ciated with Phenurone therapy is to be reported 
in the near future.* Therefore, of the 5 deaths (with 
the addition of the case reported above) possibly 
associated with Phenurone therapy, 3 occurred 
primarily as a result of liver failure. 


SUMMARY 


A fatal hepatorenal syndrome in a patient treated 
with Phenurone is reported. Prior to therapy with 
Phenurone the patient was in good health, and 
within three months severe kidney and liver disease 
developed in the absence of intercurrent infection 
or blood transfusion. Pathological findings sub- 
stantiated the clinical impression of severe hepatitis 
and lower-nephron nephrosis. 

An additional case of liver failure in association 
with Phenurone is reviewed, with a brief discussion 
of the clinical course and autopsy findings. 


*Lennox, W. G. Personal communication. 


BOSTON MEDICAL LIBRARY 


Report of the Librarian* 


HE Librarian herewith presents his annual 

report to the Boston Medical Library, his 
twelfth accounting of the state of the Library since 
he took office at the beginning of 1938. This report 
covers the calendar year of 1949, a year of expan- 
sion fer the Library in size, in quality and in serv- 
iceability. The circulation and use of books reached 
a figure of nearly 60,000, far above an average of 
about 40,000 attained in former years. The in- 
crease in circulation over 1948 was 11.8 per cent. 
When this figure is added to the increase in 1948 
over 1947, 25.8 per cent, a total of 37.6 per cent is 
reached, indicating a growth in the use of the Li- 
brary of over a third in the two-year period. The 
reasons behind this augmentation in the use of our 
books are not clearly apparent. The addition of 
the Massachusetts Medical Society members in 
January, 1948, was probably most decisive. The 
number of readers borrowing or using books in 
Holmes Hall increased during the year from 10,089 
to 12,711, a moderate rise and one that has nearly 
been equaled in the past. The average attendance 
in the last decade was about 10,000 persons. Al- 
though it is clear that the members of the Massa- 
chusetts Medical Society used the Library more 
than in the past, most of their consultations of the 
literature of medicine occurred in institutional and 


*Read in part at the annual meeting of the Boston Medical Library, 
March 7, 1950. 





hospital libraries, not in Holmes Hall. Libraries 
in medical schools, hospitals and other institutions 
are classed as professional members of the Boston 
Medical Library. They form an essential part of 
the Library, and the Librarian notes with pleasure 
the increase in the use of the books by them out- 
side the Library building proper. Our reading 
facilities in the building are often taxed to their 
limit, and better efficiency is attained if fewer people 
come into the building and more people use our 
book and periodical files in their local and hospital 
libraries. 

The Library continues to grow steadily in size 
as well as in use. We have now reached 209,791 
volumes and 150,860 classified pamphlets, making 
a total of 360,651 catalogued units available for 
our users. As 60,000 units were used last year, 
there was a use of the total contents of the Library 
amounting to about 15 per cent of the whole, a 
figure to be compared with 10 per cent in the pre- 
vious years. 


ACCESSIONS 


The accessions to the Library are based on three 
main categories: the periodical literature; current 
monographs and.standard texts; and classical litera- 
ture, rare books in the general field of medicine, 
Americana and all other printed matter o! medical 


interest, particularly that relating to New England. 
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In the first class we receive nearly 800 periodicals, 
most of them devoted to clinical medicine, which 
isthe primary group for which the Boston Medical 
Library is planned. Although this is a smaller num- 
ber of periodicals than that taken by some libraries, 
covers most of the needs of our readers. We have 
ready access in Boston, moreover, to scientific litera- 
wre not taken by us. The Harvard Medical School 
library furnishes copies of serials on the basic 
sciences, and for technical literature in physics and 
chemistry and allied fields, of growing interest to 
the medical profession, we depend upon the Massa- 
chusetts Institute of Technology Library or that 
of Harvard University. 

In the second category, current books, we have 
the assistance of the New England Journal of Medi- 
cine, whose books for review are sent to the Li- 
brary for this purpose. As in past years, about 400 
books were acquired in 1949. About 15 per cent of 
them received critical reviews, and the remainder 
were recorded by notices of various lengths. The 
notes were mostly furnished by the Director for 
new editions of standard works. Other books, not 
considered as major contributions or of special 
interest to the readers of the Journal, were brought 
tothe attention of the medical profession adequately 
in this manner rather than through the medium 
of a critical review. This combined method of re- 
viewing books seems to have been satisfactory in 
the past and continues to serve well both the pub- 
lishers and the purchasers of books. 

In the field of classical texts and rare books the 
librarian continues to add to our collection of 
incunabula, sixteenth-century imprints, Americana 
and books and manuscripts of special interest. The 
Library was fortunate in being able to acquire in 
on¢ purchase two books in four printings of great 
rarity. It is not known whether these four books 
are all to be found in any other library, although 
ingle examples of them are recorded in various 
institutions. The books referred to are De Trini- 
tatis Erroribus and Dialogorum de Trinitate by the 
Spanish physician, Miguel Servet, known as Michael 


| Sevetus or Michael Villanovanus. His life is not 
| unfamiliar to us, for he was the martyr burned at 


the stake by John Calvin in Geneva on October 
7, 1553. So many of the books written by Servet 
were destroyed either soon after they were written 
orat the time of his death that no copy of the two 
books acquired by the Library was available for 
the use of the prosecuting attorney at the trial of 
Servetus in Geneva in the summer of 1553. A 
brief review of the life of Miguel Servet will help 


| 0 bring into focus the volumes acquired by the 


library in 1949, 

Bom in Aragon in Spain, probably at or near 

ie Sa or about 1511, Servet came from a 

waa ) family known as ‘‘ancient Christians 

bbe, | them from the Jews, who were much 
Ow: upon. The family, according to Trueta, 
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had a nickname, Revés, which in Catalan means 
“obstinate,” and such a characteristic is indeed 
a trend that runs through the entire forty-two 
years of Servet’s life. This name he used on the 
title page of the two books under consideration. 
The boy’s early schooling was probably in Barce- 
lona, but as a young man he went to Toulouse to 
study law. There he also became interested in ideas 
regarding religion, a topic much under discussion 
at the time, and Servet believed that much of the 
expressed faith of his day was more factitious than 
genuine. Reason and faith to the young student 
did not coincide as he thought they should. More- 
over, he learned from previous writers the value 
of questioning nature and not to be completely 
dependent on ancient science. Even as a youth 
Servet showed evidence of an inquiring mind, 
probing into nature’s secrets, unbiased by the 
theologic dogma of his day. 

Servet seems to have returned to Barcelona, for 
at least he met the Franciscan Joan de Quintana, 
who was attached to the court of the Emperor 
Charles V. Although Servet was only eighteen, 
he must have shown considerable intellectual 
ability to attract the attention of a learned scholar 
such as Quintana. The Franciscan engaged him 
as a private secretary. In 1529 he went to Bologna, 
where he witnessed the coronation of Charles V 
and was shocked at the sight of the ritual of the 
Pope being carried on the shoulders of other men. 
Servet thought this was not in accord with Chris- 
tian thought, as he interpreted it, and being an 
impetuous, outspoken young man, he did not 
hesitate to make his thoughts known. While in 
Bologna he is thought to have been introduced by 
Quintana to the physicians teaching at the great 
medical school at Padua, and thus his interest in 
medicine was stimulated early in life. He was, 
however, more intrigued by religion than medicine 
at the moment; how to interpret the Trinity posed 
a question of grave importance. Servet was not 
actually in the modern sense a Unitarian, since 
he believed in the Trinity, but he regarded the 
concept of the Father, Son and Holy Ghost as 
currently proclaimed as unsound. The Son, he 
believed, was an actual person who had walked the 
face of the earth and was presumably born of natural 
parents. This was the error in the Trinity; it formed 
the basic idea for his first book, published in 1531 
when he was only twenty years old. The young 
scholar, who by that age was already familiar with 
many languages and had read history thoroughly, 
intended to have his book printed in Basle, the 
focal point of much of the theologic controversy 
of his day, but this was not possible. The text was 
considered by more conservative members of the 
theologic profession to be controversial and even 
heretical. The printers, too, feared being involved 
in printing a text that would not meet with the 
approval of the authorities. The book, therefore, 
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was surreptitiously printed at Hagenau, in Alsace, 
by John Setzer. The printer did not add his name 
or the place where the book was printed, but the 
young author was not so reticent and put himself 
down as Michael Servetus, alias Revés, of Aragon 
in Spain. This, the Errors of the Trinity, is one of 
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Ficure 1. Errors of the Trinity [Hagenau, 1531]. 
Title page of original edition. 


the books acquired by the Library (Fig. 1). The 
book was reprinted nearly two hundred years 
later in 1721 in a counterfeit edition, which is 
almost a facsimile of the original (Fig. 2). 

After the publication of the Errors, Servet was 
not finished with the subject. A second book, 
Dialogues on the Trinity, was issued by John Setzer 
at Hagenau in the following year, 1532 (Fig. 3). 
This short treatise was partly apologetic and partly 
reafirmative of his first book published the year 
before. The volume, too, was facsimiled in 1721 
(Fig. 4). 

The rest of Servet’s life need not particularly 
concern us here. He lost his friendship with Quin- 
tana and therefore left the Imperial court. He fled 
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Ficure 2. Errors of the Trinity [Regensburs, 1721]. Fi 
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> Ville- both are mentioned in the preface to the /nstitu- 
d then siones Anatomicae by Guinterius, published in 1536. 
printer Servet continued his scholarly pursuits in Paris, 
le and @ published a book in 1537 entitled Syruporum Uni- 
he was wrsa Ratio, showing the superiority of Greek over 
ampier, Arabic medicine. In spite of its obscure title, this 
Arnau ; one of Servet’s most effective books, containing 
an and sage advice regarding the practice of medicine from 
mmon, its thirty-six-year-old author. At the same time 
to the the ebullient and somewhat indiscreet Spaniard 
er that save lectures in astrology and mystic medicine; 
ense of (efor these he was turned out of the University. Then 
' he sought refuge in Vienne, France, where he re- 
mained twelve years, until 1553. He was then 
arested for heresy, particularly on account of the 
publication of his last book, Christianismi Resti- 
+. ? PR q 
a | 
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Figure 3, Dialogue on the Trinity [Hagenau, 1532]. 
Title page of original edition. 
uchs, Off ; i : 

Muti, a book that incidentally contained the first 
parently Minted account of the lesser circulation of the blood. 
sity of me Put in prison, only to escape. Finally caught 
| (Guin- $e in Geneva, Servet was tried under the eyes 

John Calvin. 





Only one decision was possible, 
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death by burning. 
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So we come to the final scene, October 27, 1553. 
A man of middle age stood on a hill overlooking 
the shores of Lake Geneva, with the snow-capped 
mountains of the Jura on one hand and the graceful, 
green valley of the Rhone on the other. His 
thoughts, nearly four hundred years ago, must have 
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Figure 4. Dialogue on the Trinity [Regensburg, 1721). 
Title page of spurious reprint. 


been long, long thoughts, far from admiration of 
the land, or even the people around him, for he 
was bound to a stake by iron chains, with a chaplet 
of straw on his head and a bundle of manuscript 
about his waist. Heaped about were thick octavo 
books, the Christianismi, the supposed remainder 
of the few that had been printed a few months 
before. A flame, a cry of anguish, and one of the 
great figures in the history of medicine went to his 
death. 

In addition to the four books by Servet, the 
Library acquired four incunabula, five English 
imprints published before 1640 and eighty-eight 
sixteenth-century books. The incunabula include 
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the first edition of the Epistolae of Marsilio Ficino 
(Venice, March 11, 1495); a copy in Italian verse 
of the Libro terzo d’Almansore by Razi (Vicenza, 
about 1480), the earliest recorded edition in America; 
the first edition of the Malleus Maleficarum by 
Sprenger and Institoris (Speier, about 1485), long 
desired by the Library to complete our holdings of 
the first four editions of this famous book; and one 
of the rarest of the pest tracts, Heinrich Steinhowel’s 
Biichlein der Ordnung der Pestifentz (Ulm, 1482), 
our first acquisition of any one of the six editions 
of this important work. 

The five books in English were: the popular 4 
most excellent and perfecte homish apothecarye or 
homely physick booke by Hieronymus Brunschwig 
(Collen, 1561); a Greek and Latin pronouncing 
dictionary by the humanist physician, Joannes 
Caius, of Cambridge University (London, 1574); 
and The examination of men’s wits, by Juan de Dios, 
Huarte Navarro (London, 1594), the first printing 
of a book published three times in the same year. 
The book, on variations of human genius and 
natural aptitude, was translated from the Spanish 
tract of 1578. Also acquired were Christopher 
Langton’s An introduction into phisycke (London, 
1550), a scholarly book written in a simple English 
style, in contrast to most of the surgical treatises 
of his time, whose author took his M.D. degree at 
Cambridge but was expelled “for breach of the 
statutes and profligate conduct” in 1558 by Caius, 
president of the College of Physicians; and a late 
edition of Vives’s 4 very fruitfull and pleasant boke, 
called the instruction of a Christen woman (London, 
1585). Joan Lluis Vives, a Catalan from Valencia 
and friend of Thomas More, who had received an 
honorary degree from Oxford in 1523, exerted his 
greatest influence as an educator, sociologist and 
psychologist outside Spain. 

Among the sixteenth-century books acquired 
was a broadside, mural calendar, with five large 
woodcuts depicting rural occupations. Smaller 
woodcuts for each month show different signs for 
each day of the year, indicating the most propitious 
days for bathing, bloodletting, cupping and the 
taking of medicine. The calendar was issued, about 
1520 to 1546, by Hans Guldenmund in Nuremberg. 

As many of the fifteenth century books of medi- 
cal interest are already in the Library in one or more 
editions, the funds at our disposal for old medical 
books were largely spent on publications of the 
sixteenth century and on books published in Eng- 
land or by English writers, but issued elsewhere, 
before the year 1640. The Director continues to 
catalogue our manuscripts and incunabula and 
plans to publish, in 1950, an addition to his Cata- 
logue of the Medieval and Renaissance manuscripts 
and incunabula in the Boston Medical Library 
(Boston, 1944). 

By special gift the Library obtained books and 
periodical sets from many sources, including cer- 
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tain valuable periodicals from the Bowdoi College 
Library, disposed of subsequent to disc 


; F itinuance 
of their medical school; Spanish medical ; eriodicals 
from the Spanish Consulate in Boston: and rare 
foreign periodicals from the Division of Biological 


Sciences of the Commonwealth of Massachusetts. 
Also received were periodicals from the New Eno- 
land Journal of Medicine and the Journal of Bins 
and joint Surgery, as well as from the personal 
libraries of physicians who retired from practice 
or died, many containing books and periodicals 
not in the Library, With the requests for medical 
literature from foreign libraries by exchange and 
by personal distribution, the Library has a heavy 
demand for all printed matter, including current 
medical journals. It should again be stressed that 
no physician should discard his books or periodicals 
without first consulting with the Director or the 
Librarian. It is always better to allow the Library 
to make the decision about what to throw away, 
for much valuable material may be lost if a physi- 
cian tries to decide this matter without assistance. 


Liprary ACTIVITIES 


The Librarian gave the Fielding H. Garrison 


Lecture at the annual meeting of the American § 
Association of the History of Medicine held in § 


May at Lexington, Kentucky. In June he rep- 
resented the American Medical Association on 
the Committee on Medical and Biological Ab- 
stracting at a conference held by the United Nations 
Educational, Scientific and Cultural Organization 
in Paris. With the Director he attended a meeting 
of the Honorary Consultants to the Army Medical 
Library in October. In addition, the Director at- 
tended the annual meeting of the Medical Library 
Association in Galveston, Texas, in April, as well 
as attending a number of book auctions in New 
York. The Director served on the Committee on 
Bibliography of American Medical History and 
helped to compile the tenth annual bibliography, 
edited by Whitfield J. Bell, Jr., published in the 
Bulletin of the History of Medicine for September- 
October, 1949. 

A number of exhibits were held in the rotunda 
of the Library during the course of the year. Notice 
was taken of the centenary of the birth of Sir 
William Osler (1849-1919) and of the Nobel Prize 
winners for 1949, W. R. Hess and Egas Moniz. 
On the occasion of a meeting of the American Nu- 
mismatic Society medical coins from the Storer Col- 
lection were exhibited. Another exhibit, shown at 
Christmas time, was illustrated by the Nuremberg 
Chronicle, the German edition of 1493, the broad- 
side of Saints Sebastian and Rochus, patron ‘pia 
of the plague, published in Augsburg in 1473, anc 
an even more famous broadside of Saint Minus, 
the patron saint of syphilis, published in Nurem- 
berg about 1495. These colorful plates proved to 
be a popular type of exhibit. 
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Recent articles emanating from the Library are 

as follows: 

Seventy-third Annual Report of the Boston Medical 
Library for the Year 1948. Boston: privately 
printed, 1949. 

Phippen, W. G. Boston Medical Library. Report 
of the president. New Eng. J. Med. 240:488, 
1949. 

Viets, H. R. Boston Medical Library. Report 
of the librarian. New Eng. J. Med. 240:917- 
920, 1949. 

Idem. Earliest printed references in newspapers 
and journals to first public demonstration of 


ether anesthesia in 1846. /. Hist. Med. 4:149- 
169, 1949. 

Idem. Medical and biological abstracting con- 
ference held by UNESCO: report. J. 4. M. 4. 
140:1034, 1949. 

Idem. James Thacher and _his 
American medicine. Virginia M. 
76 :384-399, 1949. 

Idem. George Cheyne, 1673-1743. 
Med. 23:435-452, 1949. 

Editorial. Nobel Prize in Medicine. New Eng. 
J. Med. 241:1025, 1949. 

Ballard, J. F. Boston Medical Library. Notes 
on personnel, exhibits and important ac- 
cessions. New Eng. J. Med. 240:238, 1949. 

Idem. Boston Medical Library. Incunabula and 
early manuscripts. Collected works. New Eng. 
J. Med. 240:940, 1949. 

Editorial. Disaster in Chile. New Eng. J. Med. 
240 :482, 1949. 

Miscellany. Plastic surgery. New Eng. J. Med. 
240 :824, 1949. 

Editorial. First book on rickets. New Eng. J. 
Med. 240:393, 1949. 

Editorial. Guideposts to literature. 


J. Med. 241:587, 1949. 


influence on 
Monthly 


Bull. Hist. 


New Eng. 


VARIA 


It has been the custom of the Librarian in recent 
years to make brief notes on a few books of histori- 
cal interest that have interested him in particular. 
The custom may be worth preserving; at least I 
append a handful for 1949. 

Travel books by doctors, including diaries and 
letters, frequently reveal the multiple scope of 
doctors’ wanderings. An obscure doctor and his 
wife set out from Winthrop, Maine, for California 
in 1849, he to become one of the first American 
physicians to open an office in San Francisco. Both 
he and his wife wrote letters home, now for the first 
ume published as Apron Full of Gold. The Letters 
of Mary Jane Megquier from San Francisco, 1849- 
1856 (San Marino, California, 1949). Mrs. Megquier 


fan a oardinghouse and observed life and wrote 
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about it with remarkable fidelity; her husband was 
somewhat of a lesser figure, but took in as much 
cash in one day as he could in Winthrop in one 
month. 

Another type of “traveller” was Walt Whitman, 
whose letters to his mother depict life in Wash- 
ington hospitals during the Civil War in The Wound 
Dresser (New York, 1949). 

Of the literary biographies with medical interests, 
The Admirable Lady Mary (London, 1949), by Lewis 
Gibbs, a pleasant story of the life and times of a re- 
markable woman, Lady Mary Wortley Montagu 
(1689-1762), contains a pungent chapter on “a new 
world” that Lady Mary and her family entered 
when she went to Constantinople in 1717, where 
her husband was British ambassador at the 
Ottoman Porte. Here she learned about inocu- 
lation for smallpox and, by precept and ex- 
ample, she caused it to be practiced in England. 
She met with much bitter opposition, from 
both doctors and “everyone else who cherished 
sound conservative views,’ but she persisted over 
a period of years and finally won. She deserves the 
credit, although Charles Maitland, the embassy 
physician, gave her professional support that seems 
to have been of considerable value. Gibbs, who gives 
Maitland scant notice in a footnote, seems to have 
missed a full evaluation of this Aberdeen doctor. 

The study of Tobias Smollett, Doctor of Men and 
Manners (Princeton, New Jersey, 1949), by Lewis 
Mansfield Knapp, of Colorado College, offers a 
wealth of factual material regarding the gifted Scot, 
a keen observer of life, with warm and generous 
instincts, whose skepticism concerning conventional 
medical theories and practice may well have been 
a factor in turning his creative genius toward litera- 
ture. Knapp guides us back to Roderick Random, 
filled with autobiographic material of Smollett’s 
medical education and experiences as a junior naval 
surgeon and early medical career, and to Humphry 
Clinker, with unforgettable pictures of old Bramble’s 

gout and Smollett’s exposure of some of the un- 
hygienic conditions in London and in Bath in the 
mid-eighteenth century. 

A new study of the Norfolk worthy, Sir Thomas 
Browne, considers the relation between the two 
fundamental aspects of his work, his science and his 
imagination, a field not fully explored by previous 
writers. Egon Stephen Merton has given us a 
closely knit analysis of the author of the Religio 
Medici in his Science and Imagination in Sir Thomas 
Browne (New York, 1949). Merton finds that 
Browne advocated the test of “‘experience’ and 
depended upon it in his science, but a study of his 
philosophic imagination reveals comparatively little 
use of the inductive process. New generalizations 
superior to the old were rarely arrived at, “indica- 
tive of the absence in Brown of architectonic im- 
agination, an absence which his art, for all its lyrical 
grace and poignancy, also reveals.” The lyrical 
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grace and poignancy captured Osler, as it has many 
others, and Browne’s elusive, complex and delicate 
personality, with his gust for life, mystical turn and 
delight in wit, will continue to inspire doctors as 
long as the printed word is read. 

The Linacre Lecture for 1949 was given by 
Geoffrey Keynes, the London surgeon from St. 
Bartholomew’s Hospital and distinguished bibli- 
ographer. A study of the surviving portraits of 
William Harvey, the basis of the Thomas Vicary 
Lecture in 1948, The Portraiture of William Harvey 
(London, 1949), published by the Royal College of 
Surgeons of England, with a catalogue and repro- 
ductions of the pictures, led Keynes to an evalua- 
tion of the personality of the man himself. This 
second book, The Personality of William Harvey 
(Cambridge, England, 1949), is a brief but pene- 
trating study of “‘a great man” whose father and six 
brothers were not distinguished except by their 
ability to make money. One brother, however, 
supported Harvey during his darkest years when 
his practice fell off because he was considered a 
‘dangerous innovator,” and may well have been a 
factor in allowing the little doctor, notoriously care- 
less in financial matters, to proceed with his ana- 
tomic investigations. Keynes, basing his opinion 
of Harvey’s personality, in part, on a portrait re- 
cently discovered showing Harvey at the age of 
forty-five, finds a dark-complexioned, keen-eyed 
small man, alert and at times given to anger. In- 
terestingly enough, Keynes thinks one of the best 


ue representations of Harvey is the sculptured monu- 


ent placed soon after his death in the Harvey 
PChapel in the parish church at Hempstead, Essex. 
“Here you have the authentic Harvey looking at 
life as it really is, honest, forthright, in the best 
sense of the word, scientific.” 

Among the biographies and autobiographies the 
Librarian was most interested in Donald Mcl. 
Johnson’s A Doctor Regrets. . . . (London, 1949). 
The author, educated at Cambridge and St. Barthol- 
omew’s hospitals, spent some years at the Gren- 
fell Mission in Labrador before taking up general 
practice in England. His description of medicine 
under the panel system is distressing reading, and 
Johnson, at an early age, decided to give up an 








intolerable occupation to become the head of his 
own publishing house, Christopher Johnson. He 
writes well, with a sympathetic understanding that 
can only come to a thoughtful, sensitive man, in- 
spired by the best in medicine but unable to fyl- 
fill, because of governmental restrictions, his desire 
to become a good doctor. A Doctor Regrets. . . is an 
honest book by a gifted man, and one looks for- 
ward with pleasurable anticipation to his next 
volume, presumably dealing more exclusively with 
his adventures as a_ publisher. 

Of equal interest is 4 Twentieth Century Physician 
(London, 1949), being the reminiscences of Sir 
Arthur Hurst, who died in 1944. A physician at 
Guy’s Hospital, he left most of the notes, which 
have been skillfully assembled by John A. Ryle, 
a devoted friend. Hurst, on a visit to America in 
1906, was much impressed by the work of J. H. 
Pratt at the Massachusetts General Hospital on 
the treatment of tuberculous outpatients and by 
one of his undergraduate students, Francis W. 
Peabody. The Librarian recalls his energetic steps, 
inquiring mind and penetrating eyes, his cordial 
manner, with a certain graceful informality of hands- 
in-pockets and asthmatic haste in rushing from ward 
to ward in a war-time Oxford hospital and at Seale 
Hayne, the latter largely filled with soldiers suffer- 
ing from shell shock in 1918. 

For the historian of medicine the Librarian recom- 
mends the well written biography, Sir John Mande- 
ville (London, 1949), by Malcolm Letts; a pleasing 
study, Sir William Gowers (London, 1949), by a 
cautious and discriminating student, Macdonald 
Critchley; Martha Marquardt’s Paul Ehrlich (Lon- 
don, 1949); and, for the librarian, John L. Thorn- 
ton’s Medical Books, Libraries and Collectors 
(London, 1949), a vast store of knowledge from 
the able librarian of St. Bartholomew’s Hospital 
Medical College and the well-told story of The 
Middlesex Hospital, 1745-1948 (London, 1949) 
by Hilary St. George Saunders, the librarian of 
the House of Commons, with its fine illustrations, 
some in color. Of books there is no end; for interest 
and readability, 1949 was well up to the standard 
of the pre-war years. 


Henry R. VIETS 
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NEWER ANTIEPILEPTIC DRUGS — ABBOTT AND SCHWAB 








MEDICAL PROGRESS 


THE SERIOUS SIDE EFFECTS OF THE NEWER ANTIEPILEPTIC DRUGS: THEIR 
CONTROL AND PREVENTION* 


Joun A. Assott, M.D.,f ano Rosert S. Scuwas, M.D.t 


BOSTON 


HIS paper reviews the dangerous as opposed to 

the relatively benign toxic side effects of Tri- 
dione, Paradione, Mesantoin and Phenurone, and 
proposes a procedure for the administration of these 
drugs that adequately safeguards both the patient 
and his doctor. To save space, reviews of dosage, 
chemistry, mild and regularly reversible side ef- 
fects, indications for administration and reports of 
the clinical value of these antiepileptic drugs are 
omitted. 


Serious SipE EFFEcTs 


Dangerous, often irreversible toxic side effects 
of these drugs are: for Tridione and Mesantoin, 
pancytopenia and exfoliative dermatitis; for Tri- 
dione, nephrosis; and, for Phenurone, hepatitis. 
The best studied of these effects are the changes 
that Tridione produces in the human blood, in- 
cluding pancytopenia. 

A patient who is taking Tridione and whose bone 
marrow reacts adversely to this drug will gen- 
erally fall into one of three groups, showing a modi- 
fied normal response, a controlled neutropenia, or 
a runaway cytopenia usually a pancytopenia. 

Davis and Lennox! have described 127 patients, 
of whom 20 per cent showed controlled neutropenia. 
The unfortunate members of the third (pancyto- 
penic) group are described in reports scattered 
through the literature, of which we have made as 
complete a collection as we could. 

During the reported period of observation, about 
80 per cent of the 127 patients of Davis and Len- 
nox showed no hematologic reaction or had a modi- 
fied normal response. Patients in this group tol- 
erate the usual antiepileptic doses of Tridione for 
an indefinite and, from a practical point of view, 
unlimited period. They show no significant changes 
in red-cell count, hemoglobin, platelets or total 
number of leukocytes. They do, however, display 
typical modifications in the leukocytic differential 
count. Thus, as compared with normal differential 
counts, the modified normal counts of patients who 
are taking Tridione show a reduction of neutrophils 
(average of 50 per cent), a corresponding increase 
in lymphocytes, a reduction in monocytes and an 


* ; - ae : 

a Presented ata meeting of the Eastern Association of Electro-Enceph- 

ogtaphers, Montreal, Quebec, March 3, 1950. i 
rom the Brain Wave Laboratory, Massachusetts General Hospital. 


fInstructor in neurology, Harvard Medical School. 
tAssociate in neurology, Harvard Medical School. 


increase in eosinophils; again, however, the total 
white-cell count is normal and unmodified. 

The distinction between the modified normal 
response and controlled cytopenia is determined 
by the total number of neutrophils per cubic milli- 
meter and not by the percentage of these leukocytes. 
A patient showing more than 3000 neutrophils per 
cubic millimeter is placed in the former, and one 
showing less than 3000 in the latter group. The 
distinction is therefore an arbitrary one, based on 
quantitative rather than qualitative change in the 
blood, and regularly occurs without any demon- 
strable clinical findings. 

A patient’s transition from the first to the second 
group is generally a gradual affair involving a drop 
in the total number of neutrophils slow enough 
to be detected by monthly blood counts. 

About 20 per cent—that is, 26—of the 127 
patients described by Davis and Lennox showed, 
during the reported period of observation, a gradual- 
ly progressive neutropenia, which placed them in 
the class of controlled neutropenias. 

The differences between the cases of controlled 
neutropenia and those of runaway pancytopenia 
are implied by the names. A patient showing a 
reduction in the number of red cells and platelets 
as well as a marked drop in the neutrophilic leuko- 
cytes belongs in the latter group. Furthermore, 
the patients have clinical signs and symptoms that 
can be attributed to these changes in the blood. 

Again, a patient probably progresses slowly from 
the controlled neutropenia to the pancytopenia, 
which, as a rule, gets out of control and proves fatal. 
On the other hand, the signs and symptoms at- 
tributable to the pancytopenia fulminate with 
alarming suddenness once the pancytopenia has 
smoldered to the point that favors their develop- 
ment. This sudden fulmination of signs and symp- 
toms has led a number of observers to assume a 
catastrophically developing blood dyscrasia. It 
is more likely, however, that the dyscrasia develops 
slowly, remaining asymptomatic until it has pro- 
gressed some distance into the pancytopenic stage, 
and this sequence of events can be followed in 2 
of the cases?:* reported in the literature. 

Tables 1 and 2 list 21 fatal or nearly fatal cases 
of cytopenia in patients taking Tridione or Mesan- 
toin. Bone-marrow studies were reported on 17 
of these patients. In all except 1 (the patient of 
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some degree of hypoplasia. 


AGE 


AUTHOR Sex \c 
AT TIME 
or SIGNS 
AND 
Symp- 
TOMS 
yr. 
TY DE en eer eee I 13 
Braithwaite’.............%M 11 
Briggs and Emery? (Case 9) M 91% 
Carnicelli and Tedeschi®... F 19 
Forster et al.3............ M 11 
Gentry and Hill? ........ M 614 
Kaniaaictel®...........  ¥ 
Mackay and Gottstein® F 2 
Michelstein and Weiser!® . F 7 
Harrison et al." ......... M 16 


AsyMPTO- 
MATIC 
Periop* 


WITHDRAWAL 
OF OFFEND- 


day 
83g mo. 0 
13g mo. 2 
11 4 mo, 0 
43¢ mo. 0? 
2 mo. 0 
3 wk. 2 
(19 days) (by inference) 
11% mo. 0 
10 mo. 6 
2 mo. 0 
4or6% 24 
mo. on (or 3 mo.) 
Tridione; 
30r5% 
mo, on 
Tridione 
and 


Mesantoin. 















































AUTHOR Sex AGE 
yr. 
Dee ee ree hick or 26 
eS eh nee 34 
Lo ek eee rere: | | 28 
England and McEachern's .... F 24 
Frank and Holland (F. P.)i¢ .. M 31 
Frank and Holland (I. T. L.)1s. M 16 
RE Ee ness bs 39 
Weller and Metcalfel®......... M 31 
Best and Paul! .......... M 30 
Forster and Frankel2®......... M 36 
LoS a enn «3 11 


Mackay and Gottstein’) the bone marrow showed 


The clinical picture presented by the runaway 
pancytopenias is remarkably uniform. There is 


Periop or Detayt 


BEFORE 


DING DRUG 


first a period of months during which the patient 
may show reactions such as rashes attributable to 
the Tridione but not those attributable to the blood 


ASYMPTOMATIC 


Peri 


mo, 
74 
8 
7-8 
4 
434 
6 
8 
6 
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13 (on Mesantoin); 3 


(on Mesan 
Thyphentoi 
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toin and 


n). 


11 (on Diphenylene) 
3 (on Diphenylene and Tridione) 













of shortness of breath and swelling of ankles. 


BEFORE 


BLOOD 
COUNT 


day 


hd 


DELAY IN 


WITHDRAWAL 


OF 
TREATMENT 


day J 
7? 
10 
0 
6 
30? 
40? 


30 


30-60? 


DIAGNOSTIC 


BEFORE 
START 

OF 

THERAPY 


days 


24 
(or 3 mo.) 


*Or period of medication without signs or symptoms attributable to blood dyscrasia. 
+Or interval after appearance of signs or symptoms attributable to blood dyscrasia. 
{Or interval between start of intensive therapy and either fatal outcome or recovery, 


DELAy IN 
PerR- 
FORMANCE 
OF 


DIaGNosTIc 


LOOD 
Count 
days 
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PERIOD OF 
TREATMENTY 


INTENSIVE 


days 
24 


8 or 21? 


60-90 
5 
5 
20 


26 


13 
10 


DELAY IN 

START OF 

INTENSIVE 
TREATMENT 


30-60 


June 


TaBLeE 1. Clinical Data in Cases of Pancytopenia Due to Tridione. 


REPRESENTATIVE 
SymMeToms 
>M 


Bleeding gums, 
menorrhagia 

Fever, sore throat 

None mentioned 

General bleeding, fatigue 

Epistaxis, petechial 
hemorrhages 

Fever, sore throat 


Bleeding, sore throat 

Retinal hemorrhage, 
sore throat 

Cellulitis, menorrhagia 

Dyspnea, palpitation, 
fatigue 


TaBLe 2. Clinical Data in Cases of Pancytopenia Due to Mesantoin. 


PERIOD oF PERIOD OF 


TREATMENT Conva- 
LESCENCE 
days days 
6 
24 45 
30 120 
9 
21 67 
13 
50 
10-13 
8 6/7 
52 





*3% mo. on Mesantoin, with headaches and diplopia and, later, patches of mucositis on palate; 7 mo. on Mesantoin caused a ‘ 
toin stopped permanently; 1 mo. later Phenurone started, followed in 2 wk. by irritability and insomnia; after 134 mo., Phenurone stopped because 





as a rule, progress rapidly. These are | 
tendencies (epistaxis, menorrhagia, petec!:| 
’ chymosis, hematuria and gastrointestinal b! 
due to the thrombocytopenia, infections 


dyscrasia. This initial asymptomatic period is diagnostic and therapeutic delay lasting for 4 few 
terminated by signs and symptoms, attributable days usually follows the development of signs and 
to the blood dyscrasia, that appear suddenly and, symptoms. Then ensues a period of intensive thera- 
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Recovery 
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Death 
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attended by fever and are due to the neutropenia, 
and fatigue, dyspnea on exertion and palpitation 
that are attributable to the anemia. A period of 


OuTcoME 


Death 
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Recovery 
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Recovery 
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eutic efforts with transfusions, which lasts for a 
: fo to several days and terminates in death or the 

gart of prolonged convalescence. 

"Inthe tables, details of the general picture are given 
for each of the cases reported in the literature that 
belongs to this group of runaway pancytopenias. 
Table 1 gives the chronologic data, symptoms, 
and outcome for each patient in whom a severe 
ctopenia developed during Tridione therapy. 
‘Table 3 records the blood picture presented by 
each of these patients at an early stage of the period 
ofintensive therapy. It will be seen that in 1 case'® 
the red cells were normal. This is probably an 
extreme example of the tendency, apparent through- 
out the series, for the red-cell precursors of the 
bone marrow to be the last affected. 

The effects of Paradione on the blood are prob- 
ably identical with those outlined for Tridione. 








TABLE 3. 
AUTHOR Rep- Hemo- PLateLets WuHITE- 
CELL GLOBIN SELL 
Count Count 
x1o8 per cu. mm, 
en) ne 2.62 63% 2,350 
RII abc So vu aac cs Bo kD 44% **Abundant”’ 800 
Briggs and Emery? (Case 9) 3.3 <500 2,500 
Carnicelli and Tedeschié ... 2.33 10.5 gm. 6000 1,600 
Fore MOTRIO. Osis op cisele'e, v3 13.4 gm. 40,000 2,600 
Gentry and Hill? ......... 2.79 9.6 gm. ‘‘Adequate”’ 2,700 
Ke Soc Seecicce B35 6.8 gm. 31, 2,450 
Mackay and Gottstein® 1.55 4.8 gm.. 17,050 4,250 
Michelstein and Weiser!® .. Normal 14 gm. 130,000 1,300 
e », Fol 7.6 gm. 1,000 


Harrison et al. 
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year-old girl (J. E.C.). Blood counts before the 
start of Mesantoin therapy were normal. Mesantoin 
was first given on April 2, 1949, in small doses 
and was increased gradually to 0.4 gm. a day. The 
first count, made while she was taking Mesantoin 
was done (on August 31) five months after she had 
started taking the drug, and showed 3136 neu- 
trophils per cubic millimeter. In the next twenty 
days, four successive counts showed an uninter- 
rupted decline to 1640 neutrophils per cubic milli- 
meter (on September 20). At this point, Mesantoin 
was stopped. Three days later a count showed 
3276 neutrophils per cubic millimeter. Mesantoin 
has not been renewed, and she has maintained this 
level (three subsequent counts) to the present 
(3/4/50). The rapid rise following withdrawal of 
Mesantoin in this case occurred at a rate that is 
common after withdrawal of Tridione. The fall 


Blood Picture Early in Course of Intensive Therapy (Tridione). 








DIFFERENTIAL BLEEDING CLorT- 


TIME TING 
“IME 
NEUTROPHILS LYMPHO- MONO- EOSINO- BASO- 
CYTES CYTES PHILS PHILS 
per cu. mm, q q Qq, % q min. min. 
118 5 92 1 2 0 
0 0 100 0 0 0 
250 10 
64 4 SO 6 0 0 71 4 
52 2 95 1 2 0 
54 2 98 0 0 0 
49 2 97 1 0 0 15 
850 20 79 1 0 0 
377 29 58 13 0 0 
50 5 89 5 1 0 





| ltis important to note that a patient whose blood 
is adversely affected by Tridione may or may not 
react in the same way to Paradione. Apparently, 
there is no way to predict the response, and clinical 
tral must provide the answer. This is true for the 
other undesirable side effects of the two drugs, 
such as their production of glare effect or rash. 
We have seen a controlled neutropenic response to 
Paradione, and such cases must be common. Davis 
and Lennox” confirm this. We have not found any 
fatal pancytopenia due to Paradione. Presumably, 
this does not mean that the drug is less likely to 
have such effects but means, rather, that it was 
introduced more recently, and that experience with 
Tridione has warned physicians to exercise more 
tare and supervision in its use. 

Mesantoin, too, produces on the blood at least 
‘ome effects closely similar to those just described 
for Tridione. 

We have found no conclusive published reports 
f modified normal and controlled cytopenic re- 


‘ponses to Mesantoin. Two of the authors have 

i: ' study of the problem, but, except for 

Te the data are still too meager for presentation. 
IS ca 


©, apparently one of controlled neutro- 


Pele response to Mesantoin, is that of a sixteen- 





occurred at a time that synchronizes well with the 
pancytopenias attributable to Mesantoin, which 
are similar to those in patients taking Tridione; 
the data are summarized in Tables 2 and 4, which 
parallel Tables 1 and 3 presenting data on pancyto- 
penia attributed to Tridione, except that the symp- 
toms are omitted from Table 2 because they are 
essentially similar to those in Table 1. 

Dermatitides of many different kinds are common 
minor toxic side effects of the antiepileptic drugs 
under consideration and usually occur early. This 
report, however, deals only with the reports of 
very severe dermatitides. These have been reactions 
to Tridione and Mesantoin. The reports are out- 
lined in Table 5, which shows, for severe derma- 
titides, the relatively early onset and wide variety 
of reactions that are also characteristic of the mild 
skin responses to these drugs. Except in fatal cases, 
the table gives little idea of the severity of the 
reactions. 

In this connection, it is noteworthy that severe 
skin reactions can be precipitated by very small 
doses. Thus, Kozol’s® patient “had received less 
than a total of 2 gm. of mesantoin in [the] two 
weeks” preceding his ‘‘fulminating bullous dermatitis 
with fatal gastrointestinal haemorrhage,” and van 















Wezel’s®* female patient had taken only the normal 
antiepileptic dose of Tridione, 0.3 gm., for only 
eleven days, when she stopped it because of nausea 
and vomiting, and then three days later experienced 
an “extensive outbreak of giant urticaria.” 

In connection with the severity of nonfatal cases, 
other details are picturesque or profitably pre- 
cautionary. In the small boy described by Shaffer 








AUTHOR Rep- Hemo- Puaterers WHITE- 
CELL GLOBIN Ceti 
Count Count 
x1o08 per cu. mm, 
OS I er eee 23% 2500 
Bisow et ei... 35 56s cas. 206 36% 70,000 700 
SPaveen et BLM). ince neces. e 2.09 8.2 gm. 65,000 2700 
England and McEachern'!5 . 2.4 7.2 gm. 2200 
Frank and Holland (F.P.)1*. 2.1 4.8 gm. 10,000 300 
Frank and Holland(I. T. L.)1* 3.38 10.5 gm. 70,000 1400 
_ YS Ena 54% 1400 
Weller and Metcalfet8...... 2.13 6.23 gm. 36,000 1850 
Best and Paul!® ........... 0.92 3.0 gm. Markedly 3000 
reduced 
on smear 
Forster and Frankel?®...... 1.2 <49% 1600 
Gayle etal. ........ 2.3 48% 2500 





*4 per cent stab forms. 


and Morris*® the final weeping lesion, an erosion of 
the glans penis, did not heal until a month after 
admission, and corneal lesions resulted in hernia- 
tion of the right lens through the cornea and in 
bilateral corneal scars, causing blindness. For three 
days, van Wezel’s female patient was “critically 
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kin’s*® patient, a small girl, had in the past re. 
sponded with a rash to each dose of Dilantin. pheno- 
barbital, and a sulfonamide, and 2 among Los. 
calzo’s*® 3 patients with mild dermatitis “had ex. 
perienced generalized rash previously, but the 
etiology and description could not be obtained 
except that the previous rash had also been pruritic,” 
Certainly, before starting these drugs, one should 


TaBLe 4. Blood Picture Early in Course of Intensive Therapy (Mesantoin). 








DIFFERENTIAL Bieepinc Crote 
Time TING 
TIME 
NEUTROPHILS LYMPHO- MONO- EOSINO- BASO- 
CYTES CYTES PHILS PHILS 
percu.mm. % % % % % min. min, 
50 2 98 0 0 0 11% 5 
168? 24? 76? 0? 0? 0? 
918 34 65 0 l 0 11g 2 
? 7* 76 6 5 115 7 
0 0 100 0 0 0 25 
476 34 62 4 re 3.5 
336 24 74 
259 14 86 0 0 0 
780 26 74 0 0 0 
976 61 39 0 0 0 


investigate the patient’s history for rashes and § 


other allergic manifestations. 


Finally, so far as the relation between derma- 
titis and blood dyscrasia is concerned, blood re- 


sponses were extremely variable in the severe case 


of dermatitis tabulated. With Tridione, there is § 


TaBLe 5. Dermatitides after Tridione and Mesantoin. 








AUTHOR Sex AGE AsyYMPTO- 
MATIC 
PERIOD 
: yf. wk, 
Tridione: 
Briggs and Emery? (Case 2) .. F 11 3 
OS OS SS eae ee Cae F 9 4 
Shaffer and Morris?’ ......... M 614 2-3 
DM SURE osc cvcocsscuce F 54 2 
Mesantoin: 
SEO oe eae M 27 1 
Ree a er ie M 13 
Rp eee a F 10 114 


OvuTCOME Dermato.tocic DiaGnosis 
Recovery Massive urticaria 
Death Acute exfoliative dermatitis 


Recovery Severe erythema multiforme of periorificial type 
(Stevens—Johnson syndrome) 


Recovery  Exfoliative dermatitis; purpura. 


Recovery Confluent macular rash; hyperkeratosis on soles of feet. 
Death Fulminating bullous dermatitis ; 
Death Fulminating dermatitis bullosa medicamentosa 





ill” with urinary output “definitely diminished” 
and later exfoliated “almost a cast formation of 
the forehead and neck.” And in Gaustad’s?? male 
patient, the macular rash became confluent so that 
the “skin had the color of a boiled lobster.” 

Nine months after the giant urticaria due to 
Tridione, the patient, Case 2 of Briggs and Emery,’ 
an eleven-year-old girl, resumed Tridione in com- 
bination with Benadryl and had no further trouble. 

Regarding prophylaxis, there is some evidence 
that a patient who has responded with dermatitis 
to other drugs is more apt to respond with der- 
matitis to the antiepileptics. Thus, notably, Rus- 








some evidence! that a patient who manifests a rash 


is less likely to have a dyscrasia. There appears 
as yet to be no evidence, with any of these drugs, 
that a patient who has experienced a rash is more 
apt to have a dyscrasia, and, notably, previous oF 
concomitant rashes are not frequent in the histories 
of the patients with pancytopenia.* 

Three cases of nephrosis have been attributed to 
Tridione. In 1 case (that of Barnett et al.) “a 
attribution is unquestionably correct. In 1 case 





a? 5 | bone 
*Leard et al.#t recently reported a case of dermatitis and abnorma’ 


marrow occurring during Tridione therapy. 
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{ she attribution is probably correct. In each of these 
| «es the patient recovered completely after with- 
| drawal of the drug. Only in the third case (Case 
1 of Briggs and Emery’) was the outcome fatal. 
This case differed from the two others in that with- 
al of the drug was not attended by a remission 
ithe nephrosis, and it may therefore be hoped 
that in this case the disease was an unhappy coin- 
| dence and not an effect of the Tridione. 
In a fourth case” nephrosis is attributable more 
plausibly to Paradione than to Tridione. In this 
case the attribution is validated by the authority 
of the observers. Since they say nothing to the 
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As a result we have found that 2 other cases 
showed early changes in this test, and therefore 
the drug was discontinued before jaundice occurred. 
In a third, this occurred, but the drug was used 
after an interval of time cautiously since its clinical 
result in this case was excellent. In this patient, 
a forty-six-year-old man, jaundice of a mild degree 
developed during the second trial of Phenurone. 

In both cases of jaundice the symptoms and 
liver disturbance promptly subsided with with- 
drawal of the Phenurone. We believe that jaun- 
dice or more serious hepatic damage may be totally 
prevented by careful follow-up study of all patients 


TaB.eE 6. Data in 4 Cases of Nephrosis Due to Antiepileptic Drugs. 








AUTHOR Sex AGE INTERVAL INTERVAL INTERVAL INTERVAL INTERVAL INTERVAL 
BETWEEN Between BETWEEN BETWEEN BETWEEN BETWEEN 
First WITHDRAWAL SECOND WITHDRAWAL THIRD WITHDRAWAL 
A DMINIS- or DruG ANnpb ApMINIS- oF DrucG Anp ApMINIS- or Druc AND 
TRATION CLEARING TRATION CLEARING TRATION CLEARING 
or Druc AND oF NepHRosIS OF DruG anp oF NepHROSIS OF DruG AND oF NEPHROSIS 
DEVELOPMENT DEVELOPMENT DEVELOPMENT 
or NEPHROSIS or NEPHROSIS oF NEPHROSIS 
yr. mo. wk, mo. wk, mo. wk, 
Tridione: 
Oe SSS 5 ae F 16 8-9 5 2 44 2 5% 
Briggs and Emery? (Case 10) . M 8 4 No improvement on stopping drug; death 8 mo. after onset of nephrosis. 
WE ee ra ca tS eens Belk M 7 9-10}9 2 
Paradione: 


? 6 


Davis and Lennox®? ....... 


**Some months” 





contrary, it may be assumed that this patient, too, 
recovered after withdrawal of Paradione. 
These 4 cases are summarized in Table 6. 
Phenurone is a fourth antiepileptic drug of 
specific value in the automatisms. It is now avail- 
able only for clinical research but may soon be re- 


| leased for general use. Because of this restriction 


and the absence of published reports of its toxicity, 


| the side effects are briefly discussed. 


Gibbs* reported on 90 patients taking this drug. 
Forty-one per cent were taken off the therapy 
through failure of the drug to benefit the patient 


or serious side effects consisting of personality dis- 


turbances, skin rashes, albuminuria and, in 1 case, 
Jaundice, Livingston and Kajdi** recently reported 
thir findings in 104 patients on Phenurone — 
6 per cent having serious side effects, 1 of whom 
tad jaundice. All reactions in both series subsided 
promptly with withdrawal of the drug. No hema- 
tologic disturbances were mentioned. In our own 
series of 25 cases, 2 cases of jaundice appeared as 
‘ide effects. The patients in our smaller group were 
mostly adults, whereas those in the other series 
vere children or young adults. After the first case 
of jaundice, we were advised by an expert in liver 
disease* to protect our patients by regular tests of 
Iver function. The urinary urobilinogen test is 


t j : : ‘ . 
he easiest and most reliable safeguard against liver 
dysfunction 


We. 
. "We are indeh 


ad - : : Ate 
in working ow: to Dr. Chester M. Jones for his advice and suggestions 


ie urobilinogen schedules in our group. 








taking Phenurone by means of the urobilinogen 
tests at the same intervals that the blood counts 
are taken. As an additional precaution the patient 
should be told to report promptly any dark urine 
or unusual anorexia. 


PREVENTION OF SIDE EFFECTS 


An efficient drug whose side effects can be largely 
prevented by care should not be condemned be- 
cause of a small number of serious accidents at- 
tributed to it in the literature. Instead, an under- 
standing and perhaps overcautious, protective 
regimen should be set up and meticulously followed. 
If this is done, side reactions tend to become fewer 
and fewer, and patients are not deprived of therapy 
they need. The executive mind in both military 
and civilian institutions tends to react violently 
to a death from a new drug by forbidding its use 
under any circumstances thereafter. The drug is 
punished, so to speak, the patient revenged, and 
guilt dissipated. A well planned, carefully followed 
procedure to prevent such untoward catastrophes 
is the wisest and most practical approach. 

The following suggestions for the use of Tridione, 
Paradione, Mesantoin and Phenurone may serve 
as a guide in reducing the number of deaths or nearly 
fatal side effects from these very useful and impor- 
tant drugs. It should be kept in mind, too, that the 
change from the safe drugs to the newer ones carries 
an economic load. The cost, tablet for tablet, is 
twofold. In addition, the necessity of careful super- 
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vision means more visits on the part of the patient, 
as well as the additional charges of the sixteen to 
eighteen laboratory tests the first year. This must 
not be lost sight of even when such tests and visits 
are covered by grants-in-aid. 

The relative percentages of toxic reactions of 
the two groups, as well as their economic loads, 
are demonstrated in Figure 1. 

Since phenobarbital and Dilantin are safe and 
in general effective in most cases of epilepsy, all new 
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as Compared to the Average Cost per Year of the Older Drugs 
Not Requiring Such Tests. 


The percentage of severe toxic reactions 1s indicated in black 

in two groups, and that of moderately severe reversible reactions 

in white bordered by a solid line for the new drugs and a dotted 
line for the old. 


cases should be started on them for a reasonable 
period of time (three months to one year). 

One should obtain a careful history of bleeding 
tendencies, gastrointestinal upsets, jaundice, periods 
of extreme lethargy or anorexia in the past and 
sensitivity to any drugs, foods or plants. At least 
two complete blood and urine specimens should be 
obtained during this period, and a careful physical 
and neurologic examination made. 

In addition, there should be an estimate of the 
reliability and stability of the patient along the 
lines of the following five questions: 


Does he overdose one day to make up for omis- 
sion of previous doses? 

Is he geographically accessible for a follow-up 
study? 

Does he obey instructions? 

Does he keep appointments? 
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Does he understand the element of risi- }; these 
new drugs and the nature of symptoms that 
he must immediately report by telep!one, wire 


or letter? 


If the safe drugs (Dilantin and phenobarbital) 
fail to satisfy clinically after repeated and carefy| 
effort at various dosage combinations for this period 
it is now reasonable to embark on the other drugs, 
provided nothing has been uncovered to cokitre- 
indicate their use. 

The initial dose of the drug should be small. It 
is best for the first week or so to retain some of 
the former medication and augment this with half 
doses of the new drug. Two ends are obtained by 
this means. The first is the reduction of the severity 
of sudden, unexpected sensitiveness to the new 
drug, as well as a chance to detect mild side effects 
if they occur. The second is the information that 
a combination of drugs may be more efficient in 
this patient than either one alone. 

If no side effects occur, it is reasonable to increase 
the new drug to its full pharmacologic dosage. The 
urine and complete blood examinations should be 
routinely made after the first week, at two-week in- 
tervals twice and then at monthly intervals. With 
Phenurone the urobilinogen tests should be done 
as well. If a patient shows no side effects during 
the first year of treatment, their is little likelihood 
of any thereafter, and the follow-up examination 
can be made at intervals of three or four months. 

The first twelve months is the critical time for care- 
ful observation. When laboratory or clinical evi- 
dence of even mild side effects is encountered, 
the degree of scrutiny should be intensified. If 
one is in doubt, the drug should be reduced or elim- 
inated. It may be started again after an interval, 
if proper care is taken. In some cases the second 
trial may not cause any side effects, but it is wise 
to be on guard in such situations. 

An excellent precaution is to stamp the pre- 
scription so that refilling is impossible and to issue 
only enough drug to bring the patient through the 
period until the next visit. 

The essence of all of these precautions is common 
sense and the exercise of practical medical judg- 
ment. If the patient is unwilling or unable for some 
reason to co-operate and yet understands the risks 
fully, but desperately needs the medicine, excep- 
tions or alterations in the recommended schedule 
are legitimate. 


L 


SUMMARY 


Bromides, Dilantin, Mebaral and phenobarbital 
are safe drugs in the treatment of epilepsy. Fatal 
reactions are almost unknown. 

On the other hand, the newer anticonvulsant 
drugs, such as Mesantoin, Phenurone, Paradione 
and Tridione, produce moderately severe but re 
versible side reactions in about 35 per cent of pa- 
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ents and dangerous toxic ones in I to 2 per cent. 
4 total of 25 fatal reactions have been reported 
for these drugs in the past four years. 

Since in certain types of epilepsy (automatisms 
and petit mal) these drugs may be superior to others, 
their use should be encouraged by an elimination 


of their risks. 
The following regime is suggested with this in 


mind when the drugs are to be used. 


Patients should be always started on the safer 
drugs. A good result here makes the less safe com- 
pound unnecessary ; when the latter are used the 
initial doses should be small. 

Acarefully taken history of allergy, skin reactions, 
bleeding tendencies and upsets in the gastroin- 
testinal tract and renal system must be obtained. 
The intelligence, co-operation, geographic ac- 
cessibility and reliability of the patient should be 
determined. 

The patients should be informed of the risks and 
ymptoms of such side effects and the urgency of 
immediate reports when they do occur. 

Before treatment, a urine test, complete blood 


, count (white-cell count, smear, differential count, 


platelet estimation and hemoglobin) should be 
taken. In addition, a urobilinogen test of liver 
function is needed with Phenurone. 

The above tests should be repeated at periods of 
one, three, five, seven, eleven, fifteen and nineteen 


| weeks, and so forth, for the first year and every 


four months thereafter. 
Any deviation in the tests should call for a con- 
sultation by an expert in the field, or the drug should 


| bediscontinued. 


We believe from our own experience that such 
precautions will eliminate most fatal reactions. 


| Ifthe cost and inconvenience of these procedures 


make them impractical, the drugs should not be 
used. 


We are indebted to Dr. Bernard M. Jacobson for his help 
with the hemotologic data in this paper. 
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CASE 36241 
PRESENTATION OF CASE 


First admission. <A fifty-eight-year-old woman 
entered the hospital because of headache and vom- 
iting. 

Six days before admission the patient had a 
bitemporal and occipital headache, which came on 
at the end of a busy day. On the following morning 
the headache was worse, and during the day she 
developed some blurring of vision and diplopia. 
Three days before admission while walking she 
stumbled and fell. She became severely nauseated 
and vomited several times. On the day before ad- 
mission she became drowsy, sluggish in conversation 
and responses, and somewhat confused. The head- 
ache, meanwhile, persisted with varying intensity, 
and vomiting occurred intermittently up to the 
time of admission. 

In the past the patient’s general health had been 
excellent. At about the age of twenty-six, she had 
a thyroidectomy, following which from time to time 
she had feelings of fatigue and lassitude that re- 
sponded well to small doses of thyroid. 

On physical examination the patient was some- 
what obese. She had always been left handed. Al- 
though conscious and co-operative she was drowsy, 
dull and inaccurate about dates. The visual acuity 
and fields were normal. The patient complained of 
diplopia on attempting to read, but none could 
be demonstrated with red-glass testing. The optic 
fundi were normal. The right eye was slightly prom- 
inent as compared with the left. There was a very 

slight degree of right lower facial weakness. Tests 
of strength and co-ordination of the limbs were 
normally performed. The tendon jerks were present 
and slightly more active in the right arm and leg. 
The right plantar reflex was extensor in type, and 
the left uncertain. Sensation, including sensory 
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discrimination, was normal. The heart. 
abdomen were normal. 

The temperature was 98.6°F., the pulse 84, and 
the respirations 16. The blood pressure was 116 
systolic, 65 diastolic. 

Urinalysis was normal. The white-cell count was 
8400, with a normal differential, and the hemoglobin 
was 13.6 gm. The nonprotein nitrogen was 2] mg., 
the fasting blood sugar 116 mg., and the cholestero] 
250 mg. per 100 cc. No bromides were found in 
the serum. The basal metabolic rate was -18 per 


lungs and 


cent. An x-ray film of the chest was normal except 


for bilateral cervical ribs. X-ray films of the skull 
showed irregular thickening of the inner table of 
the frontal bone bilaterally, and there were some 
small lacunae in the temporal and occipital regions, 
interpreted as ‘“‘venous lakes,”’ but the bones of the 
vertex were otherwise normal and the sella turcica 
and clinoid processes were intact. The pineal 
body was not visualized. Lumbar puncture showed 
a spinal-fluid pressure equivalent to 150 to 169 mm. 
of water; the fluid was clear and colorless and con- 
tained 1 lymphocyte per cubic millimeter and a 
protein of 41 mg. per 100 cc. The Wassermann test 
was negative. 

In the hospital the patient rapidly became 
asymptomatic and was discharged on the seventh 
hospital day. 

Second admission (two years later). Following 
discharge, the patient was active and well. About 
three weeks before readmission she had a recurrence 
of frontal and occipital headaches, and became 
“dopey” and mentally slow, but she was better 
after two days. Three days before entry the frontal 
headache returned and became constant, and on 
the next day there was constant nausea and re- 
peated vomiting. She again became drowsy and 
mentally dull. 

On readmission, she was drowsy and very slow 
in her responses but could answer simple questions 
correctly. On neurologic examination the eye find- 


ings were unchanged. There was a slight ptosis of J 


the right upper eyelid, but the pupils were equal 
and of normal size, and reacted briskly to light and 
on attempted convergence. Convergence was pov, 
but the other ocular movements were normal. 
Again, there was a slight right facial weakness. 
With the arms outstretched the right drifted down- 
ward; otherwise, there was no definite weakness 
in the limbs. The arm jerks were brisker on the 
right, the abdominal reflexes brisker on the left, 
and the knee and ankle jerks equal and normally 
active. The plantar reflexes were variable on both 
sides. Sensation was normal throughout, includ- 
ing sense of passive movement and stereognosis. 
The general physical examination was unchanged. 

The temperature, pulse and respirations were 
normal. The blood pressure was 160 systolic, 70 
diastolic. 
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Urinalysis was normal. The white-cell count was 


| 1600, and the hemoglobin 13.0 gm. X-ray studies 


were unchanged except for calcification of the 
ternal carotid arteries. An electroencephalogram 
(fig. 1) showed slow-wave activity in the left 
;ontal and parietal regions extending across the 
nidline to the right in the central region. In the 
eft frontal region there were spike-like, fast-slow 
mplexes. The remainder of the record was not 
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Ficure 1. Electroencephalographic Tracings. 
Line I-left temporal to left frontal lead. 
Line 2-left frontal to mid-frontal lead. 
Line 3-mid-frontal to right frontal lead. 
Line 4-right frontal to right temporal lead. 
Line 5-left temporal to right temporal lead. 
Line 6-left frontal to left posterior frontal lead. 
Line 7~mid-frontal to mid-posterior frontal lead. 
Line S-right frontal to right posterior frontal lead. (Calibra- 
ons indicate space of a second and height of 100 microvolts.) 


markable. Lumbar puncture showed a spinal- 
uid pressure equivalent to 150 mm. of water and 
clear fluid containing 10 red cells per cubic milli- 


» “eter and a total protein of 60 mg. per 100 cc. 


In the hospital the patient became mentally clear. 
The slight weakness in the right arm disappeared, 
and the right plantar reflex became extensor and 
the left, flexor; the other neurologic findings re- 
maned unchanged. The patient was discharged 
™ the tenth hospital day. 
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Third admission (two months later). At home 
the patient had occipital headaches intermittently, 
usually at night or in the early morning. The gait 
became unsteady, with deviation to the right. 
Urinary urgency reached the point of incontinence 
at times. Otherwise, she had been well and had 
done much reading apparently without visual im- 
pairment or difficulty in comprehension. She was 
readmitted for re-evaluation of the condition. 

On physical examination responses were slow, 
but the patient was mentally clear. The right hand 
was slightly clumsy in fine movements, but there 
were no other motor abnormalities. The tendon 
reflexes were brisker on the right, and the ab- 
dominal reflexes absent on the right; the right 
plantar reflex was extensor, and the left normal. 
The findings were otherwise the same. Blood, 
urine and electroencephalographic findings were 
unchanged. The patient was discharged on the 
fourth hospital day. 

Fourth admission (one month later). There was 
no change in the patient’s state until the night be- 
fore admission, when she suddenly became in- 
continent of urine and vomited two or three times. 
She rapidly became drowsy and then unconscious. 
No known convulsions occurred. 

The patient was comatose. The pupils were 3 
mm. in diameter bilaterally and reacted to light. 
The orbiculares oculorum were flaccid bilaterally, 
and there was no facial asymmetry. The neck was 
supple. There were occasional spontaneous semi- 
purposive movements of the left limbs, but the 
right limbs moved only on painful stimulation. 
There was a slight increase of resistance to passive 
movement in the right arm and leg. The tendon 
reflexes were equal and moderately active, the 
abdominal reflexes absent and the plantar reflexes 
bilaterally extensor. 

The temperature was 98.6°F., the pulse 85, and 
the respirations 20. The blood pressure was 155 
systolic, 85 diastolic. 

X-ray films of the skull showed decalcification 
of the posterior clinoid processes. A left internal 
carotid arteriogram showed incomplete filling of 
the left anterior cerebral artery and some downward 
displacement of the left middle cerebral artery. 

On the fifth hospital day an operation was per- 
formed. 


DIFFERENTIAL DIAGNOSIS 


Dr. Mapvetaine R. Brown*: May we see the 
electroencephalogram now? 

Dr. Rosert S. Scuwas: As one can see clearly 
in the tracing (Fig. 1), the slow activity in Line 1 
is quite marked compared to Line 4, which repre- 
sents the homologous area in the right frontal region. 
In the posterior frontal lead, Line 6, there is the 
same slow activity with some sharp waves and 
even a suggestion of spikes, which are not seen at 


*Associate neurologist, Massachusetts General Hospital. 
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all in the lead from the homologous area, Line 8. 
The electroencephalogram indicates a focus in the 
left frontal and left posterior frontal regions ex- 
tending to the midline. The electroencephalogram 
two months later is essentially the same. 

Dr. Brown: Now I think we might look at the 
two sets of x-ray films, one on the first admission 
and one on the last admission. 

Dr. Stantey M. Wyman: The chest films are 
not remarkable except for some slight prominence 
of the left ventricle and slight tortuosity and cal- 
cification of the aortic arch. The first examination 
of the skull as described showed minimal internal 
hyperostosis of the frontal bone, which can be well 
seen in the posteroanterior projection. I think 
there was probably some calcification present in 
the internal carotid artery at that time. The next 
examination two years later shows the posterior 
clinoid processes to be quite osteoporotic, suggesting 
increased intracranial pressure. There is no evi- 
dence of localizing value in the skull however. The 
last examination, an arteriogram, was done ap- 
proximately four months after the second and 
shows rather striking downward displacement of 
the middle-cerebral-artery group. The anterior 
cerebral artery is not filled, nor are its pericallosal 
and callosomarginal branches. The anteroposterior 
film, unfortunately, is technically marred, but it 
confirms the absence of filling of the anterior cere- 
bral artery. 

Dr. Brown: 
bone important? 

Dr. Wyman: I do not see any change between 
the first and the second examination to suggest 
metastatic cancer. I think they are quite consistent 
with venous lakes. 

Dr. Brown: Is that a normal finding? 

Dr. Wyman: It is a variation of the normal, | 
think. | 

Dr. Brown: As often happens, it is very dif- 
ficult to distinguish between thrombosis or hemor- 
rhage involving a cerebral artery on the one hand 
and a brain tumor on the other. During the first 
admission the patient had focal signs on the right, 
showing that there was some sort of lesion on the 
left side of the brain but no evidence of increased 
intracranial pressure. The general symptoms of 
vomiting and headache may be seen with tumor 
or vascular disease because they are due to inter- 
ference either with the blood or spinal-fluid circula- 
tion. Since she had no evidence of interference with 
spinal-fluid circulation, the general symptoms of 
headache, vomiting and mental confusion probably 
came from interference with the circulation of the 
blood and I imagine she was discharged the first 
time with a diagnosis of hemorrhage or thrombosis. 

When the patient entered the hospital for the 
second time, the spinal fluid contained a total pro- 
tein of 60 mg., and the electroencephalogram showed 
abnormal waves from the left frontal lobe. There 


Were those venous lakes in the 
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was no change between that electroence;)! 


> halogram 
and the second one two months later. }). Schwab 
tells me that usually the signs clear up «fier a cer. 
tain period if they are due to vascula; disease 


On the third admission the patient, in addition 
to the right lower facial weakness and reflex changes 
on the right, had urinary incontinence and some 
unsteadiness—both frontal-lobe signs. On the fourth 
admission she was in coma and had not only a right 
hemiplegia but also some left-sided signs, and the 
posterior clinoid processes in the x-ray film showed 
evidence of increased pressure. I am discarding 
that hyperostosis frontalis — it seems to be minimal 
and often occurs in women at the time of the meno- 
pause, supposedly on an endocrine basis. ° 

I think the patient had a brain tumor of the left 
frontal lobe because of the right hemiplegia, the 
finding in the electroencephalogram and the arterio- 
gram. The most common tumor in this region is 
either a meningioma or a glioma. The evidence 
for meningioma is the slowness of growth of the 
tumor,— there was a two-year interim, — the 
ptosis of the right eyelid and the proptosis of the 
right eye. There are three types of meningiomas 
in the frontal region: those arising from the dura 
over the sphenoid ridge, those from over the ol- 
factory groove and those from the falx between 
the hemispheres (parasagittal). Since the facial 
weakness was present at the time of the first ad- 
mission and optic atrophy, anosmia and _ visual- 
field defects were absent, it seems probable that 
the patient had a parasagittal meningioma invad- 
ing the left frontal lobe. The second choice is glioma 
of the left frontal lobe. 

Dr. Tracy B. Matiory: Have you anything 
to add, Dr. Schwab? 

Dr. Scuwas: I might amplify the statement 
that Dr. Brown has already made about the value 


of serial electroencephalograms. In the differential§ 


diagnosis between cerebrovascular disease (throm- 
bosis) and tumor, we have found that the ordinary 
thrombosis clears up in a week or two and is nearly 
gone as far as an electroencephalographic focus 
is concerned in a month, whereas a tumor has a 
specific persistent focus. Statistically there 1s an 


8:1 chance that a persistent focus is due to an ex-§% 


panding lesion in that area, such as tumor, subdural 
hematoma, aneurysm or abscess. . 
Dr. Atrrep Kranes: Would the fact that that 
electroencephalographic focus disappeared alter 
that at all? In other words is it likely that changes 
due to tumor will disappear? We have seen that 
in some patients in whom I have been interested. 
Dr. Scuwas: It does not happen very often. 
The focus was more noticeable on one tracing and 
less noticeable on a second, but most of the tumors, 
80 per cent of those we have seen, have a persistent 
focus, which gradually gets worse as the tumor 
grows. In 8, 10, 15 or 20 per cent of cases, depend- 
ing upon the location of the tumor, this 1s not true. 
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A Puysician: What percentage of meningiomas 
develop calcium visible on x-ray examination? 

Dr. Wyman: Unfortunately, not a very high per- 
centage. Many have bone changes, but actual 
calcium in a meningioma is not common. 

Dr. Cuartes S. Kusix: I do not wish to mini- 
mize the value of the electroencephalogram, but 
it is important to remember that the clinical fea- 
tures of this case pointed toward tumor rather than 
4 vascular lesion. With any vascular lesion the 
onset is usually sudden. Cerebral hemorrhage is 
almost invariably fatal and scarcely has to be con- 
sidered if recovery takes place. Infarction does 
not often give rise to attacks of drowsiness and 
stupor when there is so little paralysis. Another 
remarkable feature was that the symptoms were 
the same in successive attacks. It would be most 
unusual for a vascular lesion always to occur in the 
same place and to produce practically identical 
symptoms in three or four attacks. 


CurnicaL DIAGNosIs 


Brain tumor, left frontal lobe. 


Dr. Brown’s DIAGNosis 


Meningioma, parasagittal, invading left frontal 


lobe. 


ANATOMICAL DIAGNOSIS 


Meningioma, parasagittal. 


PATHOLOGICAL DiscussION 


Dr. Matitory: A cerebral exploration was per- 
formed on the left, and a tumor was found in the 
parasagittal region that extended partly across the 
midline. Dr. Kubik can give us further details. 

Dr. Kusix: The tumor, which was a large menin- 
gioma, was unusually pale, necrotic and not very 
vascular. A large part of it was removed quite 
easily by suction. The patient remained in coma 
following the operation and was quite unresponsive 
for three or four weeks. Recently, she had begun 
to move her arm, to take some notice of things and 
to make an attempt to talk. 

Dr. Brown: Do you know why the neurosurgeons 
waited so long before going ahead with the diag- 
nostic procedure? 

Dr. Kusix: When she improved, the patient 
and her family were opposed to an operation, so 
that things were allowed to drift until the last 
crisis. It was thought, as a matter of fact, on the 
first admission that tumor was a likely diagnosis. 

Dr. Auten G. Brattey: What do you think 
Was the mechanism of the sudden appearance of 
‘ymptoms that cleared up and then reappeared 
and so on? 

Dr. Kusrx: We have often wondered about 
that. This case is not unique in that respect. We 
have observed the same thing in other cases of 
brain tumor. When intracranial pressure is in- 
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creased, it may not require very much to create a 
serious disorder of the circulation. In this case the 
patient, who had been staying quietly at home, 
was taken out in a motor car, made a number of 
calls and was unusually active on the day she be- 
came stuporous. 





CASE 36242 
PRESENTATION OF CASE 


A fifty-three-year-old housewife was admitted 
to the hospital for study because an x-ray examina- 
tion had shown a small mass arising from the pos- 
terior wall of the stomach. 

Two weeks before admission although asympto- 
matic except for a slightly rundown feeling, thought 
to be due to her husband’s illness and the strain of 
much entertainment, the patient entered another 
hospital for a routine checkup. The urine gave a 
+ test for albumin, and the sediment contained 
a few white blood cells. Examination of the blood 
showed a red-cell count of 4,500,000 with a hemo- 
globin of 14 gm., and a white-cell count of 7300, 
with a normal differential. The blood cholesterol 
was 165 mg., the nonprotein nitrogen 37 mg., the 
total protein 5.77 gm., the fasting blood sugar 97 
mg., and the bilirubin 1.3 mg. per 100 cc., and the 
cephalin-flocculation test was negative in twenty- 
four hours; the thymol turbidity was 1.97 units, 
and the prothrombin time 19 seconds (normal, 17 
seconds). The blood Kline examination was nega- 
tive. A five-specimen gastric analysis (with alcohol) 
was negative for free hydrochloric acid but gave a 
+ test for occult blood. The stool examinations 
were negative for occult blood. X-ray examination 
of the chest and Graham test were negative. A 
gastrointestinal series showed an area suggestive 
of ulceration in the cardia of the stomach. A re- 
peat gastrointestinal series disclosed a well cir- 
cumscribed, small, rounded mass arising from the 
posterior wall. 

The patient had had, in addition to the usual 
childhood diseases, typhoid fever at the age of nine 
and a single ‘“‘gall-bladder attack’? at eighteen. 
There had been no further symptoms suggestive of 
gall-bladder disease. Eight years before admission 
she was found to have a basal metabolic rate of 
+ 45 per cent, which returned to normal after treat- 
ment with thiouracil for a period of nine weeks. 
The patient had been a moderate to heavy social 
drinker for about twenty-five years, consuming an 
average of 6 to 8 ounces of brandy or whiskey daily. 
There was no history of nausea, vomiting, hema- 
temesis or melena. There had been no weight loss. 

Physical examination revealed a well developed 
and well nourished, slightly tense woman in no 
distress. The examination was completely negative 
except for the abdomen, where a firm, smooth, non- 
tender liver edge could be palpated one finger- 
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breadth below the costal margin. There were no 
other palpable masses and no abdominal tenderness. 

The blood pressure, temperature, pulse and res- 
pirations were normal. 

The urine had a specific gravity of 1.020 and gave 
a ++ test for albumin, and the sediment contained 
50 white blood cells per high-power field. Examina- 
tion of the blood showed a hemoglobin of 15.5 gm. 
and a white-cell count of 9800, with a normal dif- 
ferential. A gastrointestinal series revealed a nor- 





Ficure 1. Gastrointestinal Series. 


The arrows point to the mass in the fundus of the stomach out- 
lined by barium. 


mal esophagus. Lying in the fundus of the stomach, 
originating from the superoposterior aspect just 
above the esophageal opening, was a rounded mass 
measuring approximately 5 cm. in diameter. Lying 
just lateral to this was an area suggestive of a 
small filling defect. The mucosa appeared normal 
over this mass (Fig. 1 and 2). Because of the con- 
siderable amount of radiation the patient had had 
previously the distal portion of the stomach was 
not adequately examined, but no gross lesion was 
recognized. 

In the hospital the patient remained free of symp- 
toms. A gastroscopic examination showed absent 
peristalsis. In the upper part of the stomach some 
blood vessels were visible, and the mucosa had a 
smooth, grayish appearance suggesting some de- 
gree of patchy atrophy. No ulceration was seen. 
There was a questionable smooth thickening high 
up on the lesser curvature toward the posterior 
wall. A biopsy taken from this area was later re- 
ported as chronic gastritis of moderate degree. 
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On the third hospital day an operation was per- 
formed. 


DIFFERENTIAL D1racnosis 


Dr. Craupe E. Wetcn*: I think the depart- 
ment has given me an easy case for a change. There- 
fore, there must be some very involved problem. 

We might see the x-ray films before we carry 
through the discussion. ; 

Dr. Stantey M. Wyman: The esophagus was 
not remarkable. Fluoroscopy and spot films show 
no evidence of varices. The spleen is not enlarged. 
There is a constant, round, smoothly lobulated 
filling defect in the fundus of the stomach, with a 
second questionable prominence lying slightly lateral 
to the first major lesion. This is essentially the 





Gastrointestinal Series. 


Figure 2. 
The arrow points to the mass in the stomach, which has been 
distended by carbonated beverage. 


same as it appeared on the films that the patient 
brought from outside. The chest films are normal. 

Dr. Wetcu: Did this small lateral defect show 
up on any of the other plates? Lis: 

Dr. Wyman: No; it did not. I thought it might 
represent a patch of mucosal folds. 

Dr. Wetcu: We are facing the problem here 
that the chest surgeons have had now for several 
years —namely, the discovery of an asympto 
matic tumor on routine x-ray examinations. The 
diagnosis becomes somewhat more difficult ca 
it is with symptomatic tumors. The history an 
physical examinations were remarkable only of 
the fact that they give us no information. I woul 
discount the test for occult blood in the aye 
analysis. It was probably due to trauma from the 
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nasal tube or it could be accounted for on the basis 
of gastritis about the primary lesion. The fact that 
the stool examinations were negative, however, is 
evidence that there really had been no bleeding 
into the gastrointestinal tract. The past history 
of hyperthyroidism is of historical interest only. 
The firm liver edge is not abnormal, and we have no 
further laboratory evidence to favor hepatitis. 
The urine examination indicating that the sediment 
contained 50 white cells per high-power field is also 
of no significance because of the fact that the speci- 
men was probably not a catheterized specimen. 


We come down to the findings that Dr. Wyman 
has described and those that Dr. Benedict saw when 
he gastroscoped the patient. The problem, then, 
is. What was this little tumor that lay in the fundus 
of the stomach? We have no further examination 
that we know of at the present time that should be 
carried out to help us attempt diagnosis other than 
the x-ray and the gastroscopy. A cytologic smear 
could have been done, but I think it would have 
been entirely useless in this particular patient. 

Dr. Benedict, would you expect to get a good 
view of that tumor by gastroscopic examination, 
assuming that it was a tumor? 

Dr. Epwarp B. Benepict: It was a little high 
and may have been too far into the fundus for one 
to get a perfectly good view of it. 

Dr. Weicu: You would call this one of the so- 
called blind spots in the stomach? We must assume 
that some type of tumor is present. The problem, 
then, is to consider the various types that may 
occur and to fix the pathological diagnosis. Of the 
three important groups that we ought to consider, 
there are the carcinomas, the lymphomas and the 
spindle-cell tumors. The spindle-cell tumors, be- 
cause of the characteristics of the tumor as described 
by Dr. Wyman, are by all odds the most likely in 
this particular case. Carcinoma of the stomach 
that shows no definite ulceration by x-ray or gas- 
troscopic examination (regardless of the fact that 
the gastroscopy was not entirely perfect) is quite 
unusual. A sharply localized lymphoma would 
be quite unusual, and the biopsy specimen that was 
read only as chronic gastritis is definitely against 
that diagnosis because the gastroscopic biopsy would 
have been very important in that particular disease. 

We have a number of benign lesions that might 
be considered such as pancreatic rests, which are 
vety rare in this portion of the stomach, ectopic 
pleen but this is an unusual site, being on the 
lesser curvature, tumor of the liver projecting into 
the stomach and tumor of the diaphragm — all 
of them | just mention, and none of them seem 
to ft because the X-ray picture seems much more 
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typical of a tumor arising in the fundus of the 
stomach. 


We therefore come down to a discussion of the 
spindle-cell tumors of the stomach. An extraor- 
dinarily good article about this particular type of 
tumor was written a few years ago by Polazzo and 
Schulz! from the Radiology Department of this 
hospital. They have collected in this hospital 140 
cases of spindle-cell tumors of the gastrointestinal 
tract over approximately fifty years, dating all 
the way back to 1900. About two thirds of the 
tumors appeared in the stomach, which is there- 
fore a favorite site for them. Of the various charac- 
teristics of the tumor noted, it might be worth 
while to list a few. In the first place the incidence 
increases steadily with age. This woman was in 
the sixth decade. In the stomach in particular, 
75 per cent of the tumors are benign. The esophagus 
and stomach are much more likely to have benign 
spindle-cell tumors than the small intestine or colon, 
where about half are malignant. In attempting to 
discover the x-ray findings that would indicate the 
pathological diagnosis, Polazzo and Schulz found 
that the larger the tumor, the greater the chance 
that it would be microscopically malignant. Also, 
if lobulation or ulceration were present the chances 
of its being malignant were increased. Lobulation 
is certainly not a characteristic of this tumor, and 
I believe, Dr. Wyman, you are unable to see any 
definite ulceration on the surface of it. 

Dr. Wyman: I can see no ulceration, Dr. Welch, 
but the contour seems to be slightly irregular, 
suggesting lobulation. This might have been caused 
by the folds of mucosa with an underlying ovoid 
mass. I thought that, in general, the mass was 
rounded or ovoid. 

Dr. Wetcu: The evidence therefore favors a 
benign spindle-cell tumor, and the problem narrows 
down to whether it was a neurofibroma, a leiomyoma 
or a fibroma. I asked Dr. Schulz if he had any break- 
down in this particular series, and he stated that 
the distribution of cases was about the same in 
each age group. Interestingly enough, he found 
when they were reviewed by the Pathology Depart- 
ment that they had been entirely reclassified so 
that what started as a leiomyoma several years 
ago may have ended as a neurofibroma. I think, 
therefore, it would be presumptuous for me to at- 
tempt to be any more accurate than to state that 
it was a benign spindle-cell tumor of the stomach. 

Dr. Benepict: This patient had no free hydro- 
chloric acid, which can be explained by the patchy 
atrophy that was found on gastroscopy. We have 
seen cases of atrophy that show very thick folds 
on x-ray examination but no folds on gastroscopy 
— only a thin pale mucosa. Would you care to con- 
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sider whether this could all have been due to thick 
mucosal folds? 

Dr. Wetcu: I do not believe I would. It would 
have to be a localized area of elephantiasis of the 
folds. I should have commented a little further on 
the achlorhydria because that was an abnormality. 
However, 20 per cent of normal people after the 
age of fifty have achlorhydria. Of course, spindle- 
cell tumor can occur with achlorhydria just as well 
as carcinoma can. 

Dr. F. Dennetre Apams: Apparently we do 
not know whether there was achlorhydria after 
histamine. 

Dr. Wyman: I should like to add that we in the 
X-Ray Department considered this to be a spindle- 
cell tumor in all probability. 

Dr. Earte M. CHapMan: 
been varices? 

Dr. Wyman: In the absence of an enlarged 
spleen and in the absence of varices in the esophagus 
it would be very unlikely. 

Dr. Cuapman: I think this woman had some 
cirrhosis. I think I would take an exception to 
something Dr. Welch said. Do you not think a 
total protein of 5.7 gm. per 100 cc. is a little on the 


It could not have 


low side? 

Dr. Wetcu: Unless this patient came to autopsy, 
we are not going to be able to decide about the 
liver. 
chest in this particular case, and doubtless the liver 
was poorly seen. I would doubt that she had signifi- 


I imagine she was explored through the 


cant liver damage because the flocculation tests 
were negative. 
CurnicaL Dracnosis 


? Spindle-cell tumor of fundus of stomach. 


Dr. Wetcn’s Diacnosis 


Benign spindle-cell tumor of fundus of stomach. 


ANATOMICAL DIAGNOsIS 


Chronic gastritis, with thickened fold of mucosa, 
localized. 


PATHOLOGICAL Discussion 


Dr. Tracy B. Matiory: This patient was ex- 
plored by Dr. Churchill, and I am sorry that he 
is not here to describe his findings. The explora- 
tion was done through the thorax as Dr. Welch 
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surmised, and no tumor of the wall of the ; mach 
could be found. It was then opened, and a very 
prominent enlarged fold of mucous m mbrane 


projected into the lumen, which obviously was the 
cause of the deformity seen on x-ray examination 
This area of thickened 


stripped off in the form of a biopsy and showed a 


mucous membraie was 


moderately severe grade of gastritis, and there was 
nothing else. 

Dr. Wexcu: It apparently was very unfortunate 
that the x-ray films were taken. 

Dr. Matitory: Dr. Wyman, do you want to 
tell us of some of the experiences with the mass 
survey X-ray examinations? 

Dr. Wyman: I might say that I was as disap- 
pointed as Dr. Welch is. I was at the operation and 
tried to persuade Dr. Churchill that there must 
be a lesion there, but he could find none. 

A recent editorial? discusses the photofluoro- 
graphic survey of the gastrointestinal tract. Car- 
cinoma of the stomach, which has the gloomy 
prognosis of only a 2 to 5 per cent five-year survival 
and accounts for many thousand deaths annually, 
has brought about the increased interest in attempt- 
ing to discover carcinoma in its early phase. This, 
as pointed out by the editorial referred to, can be 
done by standard fluoroscopic and radiologic pro- 
cedures, which are very expensive and at the present 
time impossible for the entire population, even above 
the age of forty years. A new type of survey work 
is being done in at least two places, made possible 
by the development of improved photofluorographic 
equipment. The early models of this type were so 
inefficient that they required approximately twenty 
times as much x-ray exposure to obtain films as 
was required with ordinary x-ray films. The in- 
troduction of the so-called Schmidt—Helm camera 
and more lately the Van Leer camera, which have 

optical systems below F 1 (in the Schmidt-Helm it 
is about F 0.75 and in the Van Leer about F 0.5), 
to take photofluorographic 


without the use of undue 
ional method 


has made it possible 
films on these people 
amounts of radiation. The more tradit 
of study has been carried out at the University of 
Minnesota, in a selected group of patients over 
forty years of age. They have examined only a 
very small group of people, and their statistics are 
not sufficiently complete to be commented on. 
At Johns Hopkins Hospital, Roach, Sloan and 
Morgan? have used the photofluorographic method 
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for approximately three years, but they have reached 
no definite conclusions. They are experimenting 
with the method to see if it has any value. I think 
tig interesting to point out that recently their 
group’ commented on 27 patients with cancers that 
were picked up by these methods, and confirmed 
by routine fluoroscopic and radiologic methods. 
Of these, 8 were so asymptomatic that the patients 
refused any exploration. It is a little discouraging 
that of these patients with evidence of early asymp- 
tomatic carcinoma a third refuse to have anything 
done. I think the method warrants further trial 
and a critical analysis at a later date. 

A Puysictan: The liver was not biopsied. 

Dr. Matiory: No. 

Dr. CuapMAN: Is there not a syndrome that 
certain radiologists and clinicians®” believe in, pro- 
lapse of the gastric mucous membrane simulat- 
ing duodenal ulcer? Is this not a similar disorder 
with the prolapse at a higher level? 

Dr. Wyman: Yes; that is being talked about 
much more these days, and is probably a very 
similar process — an area of localized gastritis. 
I have never before seen localized gastritis simulat- 
ing a mass quite so closely. 

Dr. Brrant L. Decker: Not many years ago 
we had a patient who was operated upon because 
he had a constant prepyloric lesion, which seemed 
to be a mass and proved to be a fold of mucosa. 
Dr. Wyman: I remember at least one or two. 

Dr. Wetcu: There has been one case mentioned 
in which a total gastrectomy has been performed 
But I do not believe I have 


for the same lesion. 
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seen reported before such a localized lesion in the 
fundus. I wonder if the gastroscopic biopsy checked 
with the final biopsy. We think of atrophic gas- 
tritis as something rather flat, with humped folds 
of mucous membrane. 

Dr. Benepict: That is as the radiologist sees 
it. That is one of the very difficult things to explain. 
The radiologist often sees very thick folds in gas- 
tric atrophy, and we do not see any such thing by 
gastroscopy. 

Dr. Mattiory: The specimen that we received 
had been stripped off the stomach and did not con- 
tain the major muscular layers of the wall of the 
stomach. As we received it, it was a perfectly flat 
strip of gastric mucosa of normal thickness that 
with 
leukocytes but nothing more. It did not appear 


microscopically showed acute infiltration 


thickened at all in the laboratory, and yet evidently 
at operation it did. 

Dr. Wetcu: I hope we may have a follow-up 
report on this case in five years or so. 
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Medicine, 8 Fenway, Boston 15, Massachusetts. Telephone K E 6-2094. 





GRIEVANCE COMMITTEES 


Pus.ic relations, a term with which to conjure, 
is more than simply a new name for an old art, 
substituting (in the case of good public relations) 
for the homelier, but no less applicable designation 
of goodwill; it represents an actual, desirable and 
conscious awareness of the necessity for reciprocally 
good feeling between buyer and seller. 

Medicine, after a long period in which the rela- 
tions of the physician with the public were tradi- 
tionally personal ones, has seen the necessity of 
joining the public-relations parade; of making more 
organized efforts to present its own problems to its 
public, and in return to lend an attentive ear to the 
problems with which the public may be burdened 
in respect to its medical care. 

An analysis of the particular need at this particu- 
lar time would imply an understanding of the world’s 
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present social complexities and social uyyes; It 


f the 
belief that out of the products of man’s jing and 


would result in a sympathetic acceptance 


hands benefits and securities should come, rather 


than an increase in his vexations and frustrations, 
It would find as a part of the problem the unprece- 
dented progress that science, and particularly 
medical science, has made in a very few years, in- 
creasing the difficulties and the costs of medical 
care, at a time when all costs are uncomfortably 
high. It is-apparent that medicine must rely on 
something more than its time-honored doctor- 
patient relationship for the establishment of |ast- 
ing confidence with its public at such a time. 

Among the mechanisms that have been devised 
to promote a better understanding between pro- 
fession and laity, the recently popularized “griev- 
ance committees” have assumed considerable prom- 
inence. As the name suggests, these committees are 
organized at state or district level, as agencies of 
medical societies, for the purpose of receiving and 
sifting the complaints that may be brought against 
member physicians. 

The replies to a recent questionnaire sent out 
by the Massachusetts Medical Society indicated 
that already twenty states and the District of 
Columbia have established grievance committees, 
all being at the state level except in California, 


where the committees have been organized by the | 
county societies. Six additional states are contem- 


plating the move. All but four give publicity to the 
existence of these committees. 

Credit is given by the Public Relations Depart- 
ment of the Medical 
Colorado’s “‘medical grand jury” for initiating this 
movement. The Massachusetts Medical Society 
bows to Colorado if the assumption is correct, her 


own Committee on Ethics and Discipline, serving 


American Association to 


the same function, not having been established 
until 1871, the year in which the Colorado Medical 


Society itself was founded. 





DRUGS IN EPILEPSY 
‘Tue pharmacologist’s dream of a perfect drug 1s 
one that has but two properties. ‘The first 18 a 
toxicity so low that side effects are insignificant 


even with overdosage or prolonged use and in pa 
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ents with various sensitivities; any side effects 
that develop must be completely reversible. The 
second calls for high efficiency over long periods in 
the cure or alleviation of the clinical symptoms. 

The successful treatment of epilepsy depends on 
such compounds. The disease affects patients of all 
ages and economic levels, — many of limited in- 
tellectual endowment,— and it extends in time 
over the years. Its treatment is administered not 
only in the scientific setting of the teaching clinic 
by the informed specialist, but more often by the 
general practitioner in home or office surroundings — 
remote from laboratory facilities and without the 
opportunity for close supervision. 

The drugs that have been most widely used in the 
treatment of epilepsy have been phenobarbital, bro- 
mides, Dilantin and Mebaral, or mixtures of these. 
The first demand of the pharmacologist is well an- 
swered in all of them; they are very safe. Fatal 
complications are almost unknown, and the few 
side reactions are entirely reversible. They are, 
however, not as efficient in all cases as is desired. 
Many patients with petit-mal epilepsy continue to 
have seizures, and in the automatisms perhaps half 
are not benefited significantly. 

The pressure to find more specific drugs for these 
particularly refractory cases has resulted in the 
development of four new compounds, Tridione, 
Paradione, Mesantoin and Phenurone. The first two 
are dramatically effective in some cases of petit- 
mal seizures, and most encouraging results follow 
the use of the second two in automatisms. But side 
reactions are more serious. A report by Davies, 
Fisch and Tischer! of a nearly fatal case from Mesan- 
toin appeared in the Journal on June 1; one by 
Chaiken, Goldberg and Segal? of a severe case of 
hepatitis due to Dilantin sensitivity on June 8; 
and one by Levy, Simons and Aronson of a case of 
fatal hepatorenal disease associated with Phenu- 
fone in the present issue. The entire subject is re- 
viewed in the Medical Progress report by Abbott 
and Schwab, also in this issue. Seventeen fatal 
cases from Tridione, 6 from Mesantoin, and 3 from 
Phenurone have occurred in four years. 

This may mean only a fraction of a percentage of 


dangerous or fatal side effects, but one can never 
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minimize the danger of such compounds by invoking 
percentages. 

One can, by careful preventive technics, keep this 
percentage of deaths so low that the risk is worth 
the therapeutic benefit. No longer can epileptic 
patients be treated by casual office visits and pre- 
scriptions made for numerous refills, if these new 
drugs are in use. 

A most meticulous supervision of urine, blood 
counts and skin inspections is necessary. The pa- 
tient must be coached in prompt and urgent re- 
porting of anorexia, bleeding, fatigue or urinary 
changes. Unreliable and remote or inaccessible pa- 
tients cannot be so treated. 

The neurologist must be a good internist, and 
the general practitioner a blood expert — and both 
somewhat of a biochemist. Otherwise, only the 
four safe and less spectacular medications should 


be used. 


REFERENCES 
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report of case of hepatitis with jaundice, pyrexia and exfoliative 
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CHARITY ON TRIAL 


ACCOMPANYING unprecedented extravagance in 
the purchase of material things and uncontrolled 
and costly experiments in social welfare, two con- 
flicting attitudes are evident on the part of the 
American public regarding the part that each per- 
son should play in contributing to his brother’s 
keep. 

One attitude concerns the daily bread of phi- 
lanthropy — the support of the tried and trusted 
agencies that extend their services to those in most 
need in the routine life of the community. The 
other is toward the special and more spectacular, 
farther-flung and usually more widely heralded 
benefactions that are a part of the hard-pressed 
and emotional life of the day. 

Every year new ones appear, presenting their 
genuine but often highly dramatized appeals. They 
have received frequent, usually commendatory, 
occasionally somewhat critical mention in these 
columns. Full enumeration would be difficult and 
tiresome; to the campaigns put into motion by 


societies and associations interested in cancer, tu- 
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berculosis, poliomyelitis and heart disease can be 
added those that are inspired by groups of devoted 
workers engaged in the study of multiple sclerosis 
and the alleviation of cerebral palsy; to special 
hospital interests and those of disabled veterans, 
mental hygiene and prison reform; to the considera- 
tion of sex delinquency and to many other singularly 
worthy causes. 

Each of these charities, whether designed for 
research, for education, for service or for all these 
purposes, has its place among the voluntary enter- 
prises of a people addicted to good works. ‘The 
charity, however, that elbows another worthy cause 
into a corner can by that very act be judged in its 
own right less worthy of consideration. 

Tithing, whereby each man gave a tenth of his 
income to church or charity, is out of fashion in 
a land in which so many inducements for spending 
are offered or required. But the very fact that a 
nation’s cigarette bill may exceed the costs of its 
hospitals points to the necessity for a better and 
a more realistic system of budgeting for both family 
and nation. Let each enterprise receive its due in 
order of its needs and its merits. 

Charity suffereth long; it is also, as some poet 
had it, all mankind’s concern. A nation that can 
purchase the luxuries on which so large a proportion 
of the American people depend can also balance the 
budgets of its community services as well as under- 
writing its national foundations for life, liberty 


and the pursuit of health. 





TRAFFIC IN REPRINTS 

At THE risk of losing some of its small (very small) 
revenue from the publication of reprints, the Journal 
cannot refrain from commenting on a Running Com- 
mentary by one of the London Lancet’s peripatetic 
correspondents, published in the column “In England 
Now,” in the issue of November 12, 1949. 

This particular circumambulatory Aristotelian, 
having enjoyed the fruits of his early authorship 
through the distribution of reprints, finds not only 
that this innocent pastime can pall, but that the ex- 
pense mounts up. It is no joke, he finds, with re- 
prints costing as much as two shillings each, to give 


them away in large numbers to strange doctors, 


mostly in America, or to secretaries of American 
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libraries who have requested them via the printed 
penny postcard. 

The editors of the New England Journal oj Medi- 
cine, blushing for the lack of that Old Wor|:! court- 
liness exhibited by their impetuous colleagues jn 
this sweet land of liberty, agree with the Lancet’s 
peripatetic correspondent. They also have been 
given the run-around (in London, no doubt, the 
walk-around) and find a lack of courtesy in the most 
elaborately phrased request, if printed on a postcard. 

Any doctor, according to the Lancet’s corre- 
spondent — and there are many on both sides of the 
water who will agree with him, — “who is sufficiently 
interested in a medical paper to want one ought to 
make the effort to write a personal note — it’s 
better manners, it’s more amusing for the author, 
and it allows of a word or two of comment or criticism 
which may be instructive (American papers please 
copy).” 

The London’s running commentator, however, 
then lets the cat out of the mailbag. The postcard 
habit has also permeated England; no longer can 
Americans alone be criticized for this breach of 


etiquette! 

A young man in Burlington, N. J., ate a piece 
of honeycomb in which was concealed a bee, 
and while in the act of swallowing it was stung 
in the throat, which caused his death within a 
half hour. 

Boston M. & S. J., June 12, 1850 
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DEATHS 


Nickerson — John P. Nickerson, M.D., of West Harwich, 
died on May 31. He was in his seventy-fifth year. 

Dr. Nickerson received his degree from Tufts College 
Medical School in 1901. He was a former member of the 
staff of the Cape Cod Hospital and was a fellow of the Ameri- 
can Medical Association. 

His widow, a daughter and a brother survive. 


Tucker — S. Chase Tucker, M.D., of Peabody, died on 
May 31. He was in his seventy-ninth year. : 

Dr. Tucker received his degree from Dartmouth Medical 
School in 1893. He was formerly medical examiner for the 
eighth district of Essex County and a member of the school 
board and was a member of the staff of the Josiah B. Thomas 
Hospital in Peabody and of the surgical staff of the Danvers 
State Hospital and a fellow of the American Medical Asso- 
ciation. 

His widow, two daughters and two sons survive. 
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MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


TRAINING IN PROTHROMBIN 
DETERMINATION 


The following letter has been sent out to hospitals 
and clinical laboratories in Massachusetts: 


The Newton Heart Demonstration Program and the 
Division of Cancer and Other Chronic Diseases of the 
Massachusetts Department of Public Health are con- 
cerned with a report just released by the National Con- 
ference on Cardiovascular Diseases. This report recom- 
mends “establishment of facilities to permit widespread 
use of anticoagulant therapy.”’ The report continues: 
“although this therapy merits widespread use, many 
areas lack both the facilities and personnel required for 
its extensive application.” 

One need that has been pointed out by Dr. Irving Wright 
is for in-service training of technicians in prothrombin 
determination because of the importance of accurate 
laboratory tests to control anticoagulant treatment. Dr. 
Wright is concerned with establishment of pilot refresher 
courses for technicians in prothrombin ard clotting time 
determinations. 

In co-operation with Dr. Wright, we are attempting 
to obtain answers to the questions on the enclosed post 
card. Would you please check and return the card to us 
at your earliest convenience. 

Thank you for your co-operation. 

Hersert L. Lomearp, M.D., Director 
Division of Cancer and Other Chronic Diseases 
Massachusetts Department of Public Health 


Name of hospital ......... 

1, Are prothrombin determinations available to patients 
in your hospital? MOS ic. ciaiave INOS sais 

2. Are they done by your hospital laboratory or are they 
sent elsewhere? 


Reta) Waeme Of Method USEM oc... ck ee eee aes 
(b) Type or source of thromboplastin used. 


4. Would you or your technician be interested in a re- 
fresher course in prothrombin determination and 
clotting time? MES soa s> NGS geass 


(Signed) 


CORRESPONDENCE 


RESTORATION OF LICENSE 
To the Editor: At the meeting of the Board of Registration 


in Medicine held April 27, it was voted to restore the regis- 
tration to practice medicine in this Commonwealth to Dr. 
Benedict Kudish. 


GrorcE L. Scuapt, M.D., Secretary 
Board of Registration in Medicine 


State House 
Boston 


BOOK REVIEWS 


Vision: Tis development in infant and child. By Arnold Gesell, 


2 Frances L. Ilg, M.D., and Glenna E. Bullis. Assisted 


y Vivienne Ilg, O.D., and G. N. Getman, O.D. 8°, cloth, 
9 pp., with 72 illustrations. New York: Paul B. Hoeber, 


Incorporared, 1949, $6.50. 


Following the dictum that “ontogeny repeats phylogeny,” 
} . . ° 
sell an his collaborators have produced this work in 


ieedPar s on the development of vision in the infant and 
Mid, The 


of the child 


tdoes no include valuable material from the field of ophthal- 
mology, 


presentation throughout reflects the viewpoint 
psychologist and the clinical pediatrician, and 
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The first part, embracing the first one hundred and fifty 
pages, deals with the growth and development of the visual 
mechanism through embryonic, fetal and neonatal stages, 
infancy, and childhood to the tenth year of life. In a work 
of this sort, one would like to find more helpful information 
about the organization of retina and its central connections, 
more about the penetration of axones from the retinal ganglion 
cells to the lateral geniculate body and the connections be- 
tween the lateral geniculate body and the visual cortex, more 
about the investment of visual fibers with myelin extending 
from brain to eye, and more about the association tracts in 
the brain that integrate the visuosensory with the visuo- 
motor and the skeletal muscles. 

The second part is a disappointment to an ophthalmologist. 
Considering the amazing complexity of vision, the ophthal- 
mologist’s conviction is that no usefu! purpose is served by 
the casual application of retinoscopy to the problem of de- 
velopment of vision. If applied, it should be done with cy- 
cloplegia, and its limitations should be frankly acknowledged. 
The experience of the authors, reciting the gradients and 
clinical summaries for progressive age levels, is interesting 
but not conclusive. 

The third part gives fifteen pages to developmental ap- 
praisal. 


Ophthalmic Medicine. By James H. Doggart, M.A., M.D. 
(Cantab.), F.R.C.S. (Eng.). 8°, cloth, 329 pp., with 28 
coloured plates and 87 text illustrations. Philadelphia: 


Blakiston Company, 1949. $8.00. 


A desk handbook should be concise, and the selection of 
subject matter becomes an important matter in the com- 
position of the book. The author of Ophthalmic Medicine 
should be congratulated in his wise selection and able ex- 
position, and in his valuable documentation. The 28 colored 
plates and the 87 illustrations add value and understanding 
to the text. 

This handbook deserves a place on the desk of every prac- 
ticing ophthalmologist, neurologist and internist to sharpen 
diagnostic acumen, and it should be part of the working 
library of every medical student. 


Pavlov: A biography. By B. P. Babkin. 8°, cloth, 364 pp. 
Chicago: University of Chicago Press, 1949. $6.00. 

This volume is first of all a biography of Ivan Pavlov, 
Russia’s greatest physiologist and one of the group of re- 
markable men in St. Petersburg, including Pirogov, Tolstoy 
and Tchaikovsky, who made possible the astounding cul- 
tural development of the nineteenth century. Dr. Babkin, 
now professor of physiology at McGill University Faculty of 
Medicine, is particularly well qualified to write Pavlov’s 
life, being his senior surviving pupil, having known him well 
for thirty-five years and having served for ten years as his 
assistant at the Institute of Experimental Medicine. Po- 
litically, Pavlov was a moderate liberal, but he had no sym- 
pathy with the Bolsheviki and in the Bolshevist Revolution 
of 1917 lost his entire fortune, consisting of the Nobel Prize, 
which he had won in physiology in 1904. One of the most 
illuminating chapters in Babkin’s book is that entitled 
“Classicists and Romanticists in Science,” in which he re- 
gards Pavlov as an intermediate type and compares him with 
Osler, the pure romanticist in medicine. 

Babkin’s book, however, is not only a biography; in its 
second half, it appraises, describes and estimates the value 
of Pavlov’s achievements in the physiology of the cardio- 
vascular, the digestive and the central nervous system. 
Undoubtedly, his work on conditioned responses is most 
familiar to all, but of equal or even greater importance, as 
pointed out by Cannon, is that on vagotomy and on cardiac 
innervation. An interesting sidelight is also thrown on 
Pavlov’s character by the note on George Bernard Shaw’s 
criticism of Pavlov’s teaching. Pavlov’s life, like that of 
many other great scientists, was an excellent example of 
what Horace Walpole called ‘the happy faculty of seren- 
dipity.” 

The book is illustrated with 8 figures, 2 of which are draw- 
ings by Pavlov himself, 2 pictures of him, and 1 the fac- 
simile of a letter written by him on his eighty-fifth birthday 


in 1934. 



































BOOKS RECEIVED 


The receipt of the following books is acknowledged, 
and this listing must be regarded as a sufficient return 
for the courtesy of the sender. Books that appear to be 
of particular interest will be reviewed as space permits. 
Additional information in regard to all listed books 
will be gladly furnished on request. 


Report of the Baruch Committee on Physical Medicine for 
period of January 1, 1948 to June 30, 1949. 8°, paper, 188 pp., 
with 25 illustrations. Chicago: Baruch Committee on Physi- 
cal Medicine, 1949. 

The Baruch Committee was formed in 1943, with Dr. 
Ray Lyman Wilbur as chairman. Dr. Wilbur died in 1949 
and was succeeded by Dr. Frank H. Krusen. The committee 
has been successful in establishing physical medicine on a 
sound scientific basis and has now united rehabilitation 
with this sunject. In this connection in 1949 the American 
Board of Physical Medicine changed its name by adding 
“rehabilitation,” and the American Medical Association 
organized a permanent section on physical medicine and 
rehabilitation. The series of reports should be in all medical 
libraries and available to all interested persons. The reports 
might be numbered consecutively for easier reference pur- 
poses. 


Volumen Medicinae Paramirum of Theophrastus Von Hohen- 
heim Called Paracelsus. Translated from the original German. 
With a preface by Kurt F. Leidecker, M.A., Ph.D. 4°, 
paper, 69 pp. Baltimore: Johns Hopkins Press, 1949. $1.75. 
(Supplements to the Bulletin of the History of Medicine. 
Founded by Henry E. Sigerist. Editor: Owsei Temkin. 
No. 11.) 

The medical historian will welcome this translation of 
one of the early and important writings of the famed Par- 
acelsus. The small volume is well published and is recom- 
mended for collections on medical history. 


Einfiihrung in die moderne Diagnostik der angeborenen An- 
giokardiopathien. By M. Grob and E. Rossi. 8°, paper, 343 
pp., with 132 illustrations, partly colored, and 14 tables. 
Basel, Switzerland: Benno Schwabe and Company, 1949. 
Broschiert Fr. 14.- (Helvetica paediatrica Acta.) 

This monograph discusses the diagnosis of congenital 
anomalies of the heart, including the tetralogy of Fallot. 
Special chapters are devoted to electrocardiography, gas 
analysis, blood studies in 20 cases of morbus caeruleus, a 
review of the anomalies of the aortic arch and its branches, 
and a study of the average and extreme values of the ortho- 
static electrocardiographic changes in 50 children with un- 
stable vegetative nervous systems. Dr. Grob is well known 
for his work in surgery of the heart, an operation having 
been named for him. Also, 3 cases of coarctation of the aorta 
subjected to operation, with 1 death, are reported. The 
monograph is excellently published in every way, and is 
well illustrated. It is recommended for all collections on the 
subject and to all interested persons. 





NOTICES 
ANNOUNCEMENT 


Dr. Joseph Tartakoff announces the opening of an office 
at 51 Brattle Street, Cambridge. 


94TH INFANTRY DIVISION LECTURE 


The fifteenth lecture in the series sponsored by the 94th 
(Bay State) Division will be held at Boston University 
School of Medicine, 80 East Concord Street, Boston, on 
Thursday, June 29, at 8 p.m. 

Dr. Ensio K. F. Ronka, assistant professor of applied 
anatomy, Boston University School of Medicine, and direc- 
tor, Quincy City Hospital, will speak on the subject “Sur- 
gical Experiences during the South Pacific Campaign.” 

All interested physicians, whether reserve officers or not, 
are cordially invited to attend this carefully planned program. 
Reserve officers will be given one point credit if authorized 
by the instructor of their unit of assignment. Excellent 
films will be shown during this period. 
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BOSTON TUBERCULOSIS ASSOCIATION 

The Boston Tuberculosis Association calls a: 

the following services designed to continue the e! 
of tuberculosis control in the city: 

Complete diagnostic clinic facilities every Tuesday 9:30 
a.m.-12:30 p.m., every Wednesday, 2:00-8 30 ‘pam 
and every Thursday, 9:30 a.m.-12:30 p.m.: clinical 
conference every Monday, 11:30 a.m.; and surgical 
clinic every Friday, 10:00 a.m. All are available at 
South End Health Unit, 57 East Concord Street (op- 
posite City Hospital). Gastric lavage is available at 
Haymarket Square, every Thursday, 8:30 a.m. 

Medical social service assistance, to patients and families 
with various social and emotional problems involved 
in coping with the effects of tuberculosis, available 
at South End Health Unit, for all Boston cases, every 
day and Wednesday evenings (Health Department 
Social Service, CApito! 7-1300, Extension 40). 

Public-health nursing supervision for assistance to pa- 
tients and families, with precautionary procedure, 
follow-up study of contacts, patient instruction, home 
care and the usual nursing services, regularly offered on 
a city-wide basis by the Boston Health Department. 

Retraining, under medical supervision, for ex-patients 
with an exercise tolerance of two hours. Such patients 
are ineligible under public auspices when a minimum 
four-hour tolerance is required. A paid, constructive, 
hardening process for tuberculous ex-patients is provided. 
Available at the Boston Sheltered Workshop, 35 Tyler 
Street (Boston Tuberculosis Association, KEnmore 
6-0935). 

Preventorium placement of children of tuberculous patients, 
children of ages five to twelve. Free care to Boston and 
Chelsea residents with positive tuberculin tests (Boston 
Tuberculosis Association, KEnmore 6-0935). 


‘ntion to 
ectiveness 


AMERICAN ACADEMY OF PEDIATRICS 


The annual meeting of the American Academy of Pediatrics 
will be held at the Palmer House, Chicago, October 14-19. 
Seminars will be held on the first two days of the meetings, 
and the general sessions and round-table discussions will 
begin on October 16. 

Reservations at the Palmer House, Stevens Hotel and 
Morrison Hotel may be made through Mr. Fred Runge, 
of Hotel Reservation Department, Palmer House, Chicago, 
Illinois. Applications for rooms should contain the follow- 
ing information: type of room (single, double bed, twin beds 
and so forth); price applicant wishes to pay; names of per- 
sons to occupy room; date of expected arrival and departure; 
hotel in which applicant wishes to register (first, second and 
third choices). 


AMERICAN COLLEGE OF PHYSICIANS 


The thirty-second annual session of the American College 
of Physicians will be held in St. Louis, Missouri, April 9-13, 
1951. Dr. Ralph Kinsella, of St. Louis, is the general chair- 
man and will be responsible for local arrangements and for 
the program of clinics and panel discussions. Dr. William 
S. Middleton, of Madison, Wisconsin, president of the Col- 
lege, will be in charge of the program of morning lectures 
and afternoon general sessions. Secretaries of medical 
societies are especially asked to note these dates and, in 
arranging meeting dates of their societies, to avoid conflicts 
with the meeting of the College, for obvious mutual benefits. 

The College announces that a limited number of fellow- 
ships in medicine will be available from July 1, ee 
June 30, 1952. These fellowships are designed to provice 
an opportunity for research training either in the basic 
medical sciences or in the application of these —,» 
clinical investigation. They are for the benefit of A 
sicians who are in the early stages of their peg? od 
a teaching and investigative career in internal  e 
Assurance must be provided that the applicant will - . 
ceptable in the laboratory or clinic of his choice and that : 
will be provided with the facilities necessary for the 5200 
pursuit of his work. The stipend will be from $2200 ve i, 
Application forms will be supplied on request to ee ha 4 
can College of Physicians, 4200 Pine Street, Phila reed 
Pennsylvania, and must be submitted in duplicate nr be 
than October 1, 1950. Announcement of awards Wl 
made in November, 1950. 


(Notices concluded on page x1) 
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NOTICES (Concluded from page 962) 


SOCIETY MEETINGS AND CONFERENCES 
January 9-DecemBeR I, Laboratory Courses at Communicable Dis- 
ease Center, Atlanta, Georgia. Page 950, issue of December 8. 

June 19-22, Medical Library Association, Page 922, issue of June 8. 

Juve 20, 22 anp 23. Springfield Hospital. Page 848, issue of May 25. 

June 22-25. American College of Chest Physicians. Page 270, issue of 
aie ch 16. 


June 23 anv 24. International Academy of Proctology. Page 768, issue 
{ May Il. 


Iune 24 anv 25. American Society for the Study of Sterility. Page 38, 
issue of January 5. 
ne 24 ann 25. American Academy of Dental Medicine. Page 640, 


a April 20. 

Juve 25, Western Association of Industrial Physicians and Surgeons. 
Page 886, issue of June 1. 

lune 26-30. American Physicians Art Association. Page 428 
March 16. 


June 26-30. American Medical Association. Annual Session. San 
Francisco, California. 


’ issue of 


June 29. 94th Infantry Division Lecture. Page 962. 

Jury 2-5. American Proctologic Society. Page 848, issue of May 25, 
Jury 3. Brazilian Society of Cardiology. Page 886, issue of June 1. 
Jury 17-22. International Congress for Scientific Research. Page 
wii, issue of September 1. 

Avcust 21-26. International Society of Hematology. Page S888, issue 
f December 1. 

\ucust 28-SeptemMBer 1. American Congress of Physical Medicine. 
Page 428, issue of March 16. 

\ucust 31-SerremBer 7, World Federation for Mental Health. Page 
106, issue of February 23. 

SepreMBER 3-9. International Heart Congress. Page 160, issue of 
January 26, 

SepremBER 27-29, Mississippi Valley Medical Society. Page 991, issue 
{ December 15. 

Ocroper 12-14. American Association of Blood Banks. Page 428, 
sue of March 16, 

Ocroper 14-19, American Academy of Pediatrics. Page 962. 


Novemperk 1. New England Obstetrical and Gynecological Society. 
Hotel Somerset, Boston. 


January 31. American Academy of Orthopaedic Surgery (see Kappa 
Detta Award for Research in Orthopedic Surgery). Page 736, issue of 
May 4, 


\prit 9-15. American College of Physicians. Page 962. 


CALENDAR OF Boston District FOR THE WEEK BEGINNING 
Tuurspay, JuNE 22 


Taurspay, June 22 
*9:00-10:00 a.m. Grand Rounds. House of the Good Samaritan. 
Fray, June 23 
*9:00 a.m.-12:00 m. Combined Medical and Surgical Staff Rounds. 
Peter Bent Brigham Hospital. 
*1:30 p.m. Tumor Clinic. Out-Patient Department. Mount Auburn 
Hospital, Cambridge. 
Monpay, June 26 
*11:30 a.m.-12:15 p.m. Clinical Conference. South End Health 


a 57 East Concord Street, Boston. Dr. Cleaveland Floyd in 
Charge, 


¥12:15-1 15 p.m. Clinicopathological Conference. Main Amphi- 
theater, Peter Bent Brigham Hospital. 


p.m. Staff Meeting. Harris Hall, New England Deaconess 
Ospital. 
luespay, June 27 
¥12:15-1:15 p.m. Clinicoroentgenological Conference. Peter Bent 
Brigham Hospital. 
*1:30-2:30 p.m. Pediatric Rounds. Burnham Memorial Hospital 
for Children, Massachusetts General Hospital, 
Weonespay, June 28 


*11:00 a.n.-12:00 m. Medical Rounds, Children’s Medical Center. 

*12:00 m linicopathological Conference. Margaret Jewett Hall, 
Moun: Auburn Hospital, Cambridge. 

*12:00 m 1:00 p.m. Clinicopathological Conference (Children’s Med- 
ical Center), Amphitheater, Peter Bent Brigham Hospital. 

#).00_2.0¢ : 

2:00-3:00 p.m, Combined Clinic of all Medical Center Services. 
Amphitheater, Children’s Hospital. 


Open to the : edical profession. 
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Growing in favor with physicians 





Pabena* is oatmeal. ..and has the rich, 
full oatmeal flavor. 





Like PABLUM;} PABENA is enriched 
with important vitamins and minerals 
and is thoroughly cooked and dried. 







In addition, PABENA is valuable for in- 
fants and children who are sensitive to 
wheat. It is an ideal first solid food. 







"ENA and PABLUM provide variety 
eal flavor that is welcomed by both 
‘4 child. 








+ PABLUM., like all Mead’s 
+ advertised in lay pub- 
“T.M. Reg. U.S. Pat. Off. 
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